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Office of the Assistant Secretary 
for Health 

Washington DC 202.01 
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The Honorable George Bush 
President of the Senate 
Washington, D.C. 20510 

Dear Mr. President: 

The enclosed report is submitted to you in accordance with 
Subtitle 1 of Title XXI of the Public Health Service Act, as 
amended by Title III of P.L. 99-660, the National Childhood 
Vaccine Injury Act of 1986. 

Although no funds have been appropriated for operation of the 
National Vaccine Program, the Secretary decided to establish the^ 
Program with available resources. This report provides information 
on the implementation of the National Vaccine Program, and 
discusses"the activities planned for Fiscal Year 1988 that are 
related to the long-term goals of the National Vaccine Plan. 

This first report was prepared without input from the National 
Vaccine Advisory Committee. The Committee has been chartered and 
letters soliciting nominees have been sent out, and members are 
being appointed. 




Sincerely, 



Robert E. Windom, M.D. 

Assistant Secretary for Health, 
and Director, National Vaccine 
Program 


Enclosure 





NATIONAL VACCINE PLAN 
FIRST REPORT TO THE CONGRESS 
APRIL 1988 


Prepared by The National Vaccine Program 
U.S. Public Health Service 
Department of Health and Human Services 


1ABLE OF OOMTEbTTS 


I. 

II. 

III. 

IV. 

V. 

VI. 

VII. 

VIII. 


pag e 

... 1 

EXECUTIVE summary. 

.6 

..-. 

inproving Coordination of Vaccine Research, Development, g 
Use/ and. Evaluation.....**" ■ 

Assuring an Adequate Sujply of Vaccines. 12 

Assessing Benefits and Fisks of Vaccines «ma*.uring 
Public and Practitioner Awareness of the Benefits and 14 

Risks. 

Assuring Adequate Regulatory Capacity to Evaluate lg 

Vaccines. 

Iirproving Surveillance of Adverse Events. 20 

. ... ?4 

Establishing Research Priorities... 

Pratoting Rapid Developnent and Introduction of Ht^roved ^ 
Pertussis Vaccines. 

Assuring Optimal Immunization levels in all High Risk and ^ 
Target Groups.. 

36 

List Of .. 

APPENDIX 1 - Subtitle 1 of Title XXI, ms Act 

appendix 2 - Summary of AIDS Vaccine Development 

APPENDIX 3 - Federal Register Notice Establishing 
National Vaccine Program Offibe 


APPENDIX 4 - Functions of National Vaccine Program 
Interagency Group 

APPENDIX 5 — Charter of National Vaccine Advisory Ccsnmittee 
APPENDIX 6 - Selected Current Vaccine Research Activities 














EXECUTIVE SUMMARY 


p L 99 - 66 O establishes a National Vaccine Program (NVP) and calls for the 
development of a National Vaccine Plan , which is to be submitt^ to 
Conor ess and subsequently updated annually (see Subtitle 1 of Tl ^ ie 
Public Health Service Act). To implement the NVP, an indepeylent sta 
office was created in the Office of the Assistant Secretarytor 
staff were selected, and a NVP Interagency Group was created. In addition, 
SfLtiSal Vaccine Mvisory Ccmittee call®! for by the legislation was 
chartered and is being formed. 

11113 document represents the first step toward development of a long-term 

National Vaccine Plan. It indicates the eight m D or areas to 
during Fiscal Year 1988 by the National Vaccine Program and 

activities plannedfor Fiscal Year 1988 within each of 
SS areas. Subtitle 2 of Title XXI, which has recently gone into effect, 
fora variety of specific activities relating to patient/parent 
SifiStion, reputing rf adverse events associated with vaccination, and 
special studies to be carried out. Inplementation_of Subtitle 2 will 
Substantially alter the sections of this Plan dealing with these three 
issues. The magnitude of the changes is not yet clear. 

Manv of these activities are currently underway, and therefore, do not 
require Sklitional resources. Should additional 

these activities will be expanded as necessary. The report does not attenp 
tolSsSs the appropriate mix of private arxl public sector involvement 
required to achieve National vaccine goals. 

This report does not deal specifically with development of ajraccine for 
AIDS, although a summary of AIDS vaccine development is append 


OUTLINE OF REPORT 


I. IMPROVING ORIGINATION OF VACCINE RESEARCH, DEVEIOPMENT, USE, AND 
EVALUATION. 

1. Formation and functioning of the National Vaccine Advisory 
Committee. 

2. Develop a comprehensive long-term National Vaccine Plan. 

3. Continue functioning of the NVP Interagency Group. 

4. Continue liaison with private sector advisory groups. 

5. Continue promotion of dialogue on vaccine policies. 

6. Meet with individual manufacturers, researchers, public health 
agencies, etc. 

7. complete a survey to inventory current vaccine research. 
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II. ASSURING AN ADEQUATE SUPPLY OF VACCINES. 

1. Purchase additional vaccines for stockpile. 

2. Determine what other vaccines should be included in the stockpile. 

3 . Develop approaches to ensure supply of vaccines of limited use. 

4. Consider longer-term approaches to assuring adequate supplies. 

III. ASSESSING BENEFITS AND RISKS OF VACCIN ES AND ASSURING RJBI1C AND 
PRACTITIONER AWARENESS OF THE BENEFITS AND RISKS. 

1. Continue Assessing the benefits and risks of immunization. 

- Maintain and improve national surveillance systems for 
major vaccine-preventable diseases. 

- Maintain, improve, and establish sentinel and/or pilot 
surveillance systems for other diseases. 

Maintain, improve, and establish surveillance systems 
for adverse events following immunization. 

- Maintain, improve, and establish surveillance systems 
for specific events following the administration of 
certain vaccines. 

Identify other data bases which may be useful in 
estimating the incidence and severity of 
vaccine-preventable diseases in the U.S. and abroad. 

Conduct basic, applied, and operational research in the 
U.S. and elsewhere. 

2. Improve practitioner awareness. 

Publish information and surveillance summaries in 
ivwrhid-itv and Mortality Weekly Reports and the FDA Drug 
Bulletin and elsewhere. 

- Update manufacturer 1 s package inserts when indicated. 

- Present surveillance and other data at scientific 
meetings. 

— Continue to work with various advisory groups. 

- prepare, update, and distribute M Important Information 
Statements." 
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Coordinate with private and public organizations various 
vaccine-preventable disease-related educational 
programs. 

- Conduct knowledge, attitudes, and practices survey of 
health care providers and of the public. 

— Prepare prototype educational materials for primary—care 
physicians and other providers. 

Prepare prototype manuals for vaccination programs in 
hospitals, HMOs, and other outpatient settings. 

3. Improve public awareness. 

Prepare and distribute lay publications. 

Promote the use of patient education materials and 
attempt- simplification of the "Important Information 
Statements". 

Prepare and distribute public information materials such 
as radio and TV public service announcements. 

- Prepare prototype public educational materials such as 
videotapes and slide sets. 


TV. ASSURING ADEQUATE REGULATORY CAPACITY TO EVALUATE VACCINES. 

1 Continue to review existing XNDs and license applications, perform 
control tests, inspect, perform research, prepare regulations, and 
monitor adverse reactions. 

2. Assure prompt evaluation of new vaccines. 

3. Assure continuation of the necessary research base. 

4. Complete the reorganization of the Center for Biologies Evaluation 
and Research. 

5. Continue discussions through appropriate channels for new 
laboratory facilities as requested in the President's Fiscal Year 

1989 budget request. 
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V. IMPROVING SURVEIIXANCE OF ADVERSE EVENTS. 

1. Improve reporting of adverse events. 

2. Improve adverse events surveillance systems. 

3. implement the National Childhood Vaccine Injury Act. 

4. Investigate additional approaches for adverse event surveillance. 

5. Examine specific research questions. 

CDC/Vanderbiit cooperative studies. 

- Study of Neurologic Illness in Childhood (SONIC) 

VI. ESTABLISHING RESEARCH PRIORITIES. 

1. Reevaluate or reassess the Institute of Medicine priorities for 
vaccine research. 

2. Continue emphasis on the development of improved, acellular 
pertussis vaccines. 

3. Continue emphasis on the development of improved vaccines to 
prevent disease caused by Haemoph ilus influenzae type B. 

4. Stimulate basic arri clinical research on targeted vaccines. 

5. Stimulate basic and clinical research on other important vaccines. 

6. Establish liaison with members of the pharmaceutical industry. 

7. Complete a survey to inventory current vaccine research. 

VII. H«ariNG RAPID DEVELOPMENT AND INTROttJCTION OF IMPROVED PERTUSSIS 
VACCINES. 

1. Analyze and present the clinical results from the Swedish trial. 

2. Test blood specimens from Sweden and correlate results with 
clinical findings. 

Continue IND reviews and license application evaluations on new 
candidate vaccines. 


3 . 
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4. Carry out clinical studies of candidate vaccines in NIAID Vaccine 
Evaluation Centers. 

5. Assess feasibility of a large scale safety and efficacy trial in 
the U.S. 

6. Standardize serologic tests for pertussis. 

7. complete evaluation of new diagnostic tests for pertussis. 

8. Complete pilot Study Of Neurologic Illness in Children. 

9. Continue intramural research on pertussis at FDA, NXH, and CDC, 

VIII ASSURING OPTIMAL IMMUNIZATION LEVELS IN ALL HIGH RISK AND TARGET 
GROUPS. 

1. Assess appropriate mix of private and public sector involvement to 
achieve optimal immunization levels in high risk and target 
groups. 

2. Revise adult immunization action plan. 

3. Form an ad hoc Committee to presmote information and education on 
the need for adult immunization. 

4. Implement cooperative agreement for studying Health Maintenance 
Organizations. 

5. Distribute and promote use of adult immunization materials. 

6. Monitor activities outlined in program grant guidelines. 

7. Conduct surveys to establish baseline data. 

8. Develop and implement appropriate strategies to improve 
immunization levels in high risk groups. 

9. Distribute automated patient recall systems. 

10. Review effectiveness of preschool efforts. 

Convene a National immunization conference. 


11 . 



first national vaccine plan 


INTRODUCTION 

Subtitle 1 of Title XXI of the Public Health Service Act, enacted by 
p L 99 - 66 O (Appendix 1) establishes a National Vaccine Program and ca s 
^r the develo^STof a National Vaccine Plan, which is to be submitted to 
SwSs S5 sSSquently updated annually. The Assistant Secrete^ for 
SS^ASH) waT^pointed as the Director of the NVP. • To implement the 
nvp an independent staff office was created in the Office of the Assistant 
Secretary for^ealth, staff were selected, and a NVP Intei^gency Group 
created. In addition, the National Vaccine Advisory Committee called for by 
the legislation was chartered and is being formed. 

This document represents the first step tcwand development of a long-term 
comprehensive National Vaccine Plan. It is clear from the legislation as 
well as statements of congressional staff that wide input was mtended m 
development of the Plan,^rticularly frcmttie National Misery 
Committee. Since that Committee had not been appointed by the end 
Fiscal Year 1987 it was not possible to develop a definitive Plan. 
SSSuSfthis Report shSd be read as indicating the magor items to be 
SSSed (taring FiscS Year 1988 by the National Vaccine Program, one of 
which is to develop a definitive National Vaccine Plan. 

It must also be recognized that Subtitle 2 of Title XXI, establishing a 
National Childhood Vaccine Injury Compensation Program, mandates a variety 
of^specific^activities relating to patient/parent notification reporting of 
adverse events associated with vaccination, and special studies to be 
carried out. At the time this document was prepared, Subtitle 2 had g 

tato effect. Implementation of Subtitle 2 will alter ttie sections of 
this plan dealing with these three issues. The magnitude of the changes is 
not yet clear. 

Darina Fiscal Year 1988, activities will be directed towards achieving eight 
long-term goals: improving coordination of vaccine research, develop^ , 
use and evaluation; assuring an adequate supply of vaccines, assessing 
benefits and risks of vaccines and assuring public and practitioner 
awareness of the benefits and risks; assuring adequate regulatory caP?? 1 ^ 
to evaluate vaccines; improving surveillance of adverse even ts; establishing 
research priorities; promoting rapid development and introduction of 
improved pertussis vaccines; and assuring optimal immunization levels in a 
target andhigh risk groups. For each of these areas there will be a brief 
description of the current situation as well as a discussion of the 
activities planned for Fiscal Year 1988. 
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Manv of these activities are currently underway, and therefore, do not 

retire additional resources. Should additional Ef ource L b ^ e n ^S^t 
these activities will be expanded as necessary. The report does not attempt 
toUsLs the appropriate mix of private and public sector involvement 
required to achieve National vaccine goals. 

AIDS vaccine development is being coordinated by the AIDS Vaccine R ^® arch 
and Development subgroup of the PUS Executive Task Force on -AIDS. The 

National Vaccine Program collaborates with ^ s . s ^°^ u t p ^ r ^ a ^ cine 
directs its efforts at non-AIDS vaccines. A brief summary of AIDS vaccine 

development is included as Appendix 2. 
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I. IMPROVING COORDINATION OF VACCINE RESEARCH, DEVEIOEMENT, USE, AND 
EVALUATION 


A. CURRENT STIUAITON 

m the last ten years, several different reviews of vaccine-related_ 
aH-ivities and policies have been carried out. These include a National 

teldto two parts in 1976 and 1977, two reviews by the Government 
Accounting Office (GAO), two reviews by the Congressira^l ' °^ i( ^ 

TW-hnol oav Assessment (OTA), and a series of studies and meetings carried 
SStute of Medicine (IOM) of the National Academy of Sciences 
teraSS out 3 separate studies, 2 of them primarily funded 
byrthe National Institute of Allergy and Infectious Diseases (M of 016 
National Institutes of Health (NIH) and the Agency for International 
Development (AID), addressing the establishment of priorities for vaccine 
resean^and development for the United States (1985) and^the developing 
-i n /nqogN respectively (see Section VI of this Report). The third 
study on the topic of Vaccine Supply and Innovation, was ccmpleted in 198 . 
fSally, the IOM iconvened another Workshop on Vaccine Innovation and Supply 

in 1986. 

in oeneral these reviews concluded that existing advisory bodies (see 
Sl^^dthough quite useful, tended to dwell on relatively narrow issues 
^S^4y rScZndS formation of an independent Cormittee or mission to 
consider all aspects of vaccine issues, including research, development, 
^too^ dlrtStation, supply, utilization, liability, and compensation. 

There are currently three Public Health Service (HIS) Advisory Committees 

SSin^directlv with vaccines. These are (1) the NIAID Microbiology and 
dealing airecciy wj. ,.. pond and Druq Administration 

Infectious Diseases Research Committee, (2) tne *ooa dm oxuy 

(FDA) Vaccine and Related Biologic Products Advisory COTittee (VRBPAC), and 

the Centers for Disease Control (CDC) Immunization Practices Advisory 

remittee fACIP). The first of these Committees reviews and makes 

SSwLSm « research grants, cooperative agreements, and contorts. _ 

In addition it provides review and reccanmendation on research directions in 

dixies (including vaccines) to the NIAID. The second reviews 

and evaluates data relating to safety and effectiveness of vaccines and 

related biological products and makes recommendations, including those ^ 

related to licensure. It also considers the quality and relevance of FDA s 

research program. The third advises on the most appropriate use of vaccines 

for disease control in the civilian population, particularly those served by 

the public sector (approximately 50% of the childhood population); reviews 

and reports on immunization practices; and recommends improvements in 

national immunization efforts. 
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For the Department of Defense (DOD), the Armed Forces Epidemiol^ical Board 
HSS^ociation (AH») covers many vaccines rn rts tarribook of 

SStSn^)^ 3 Cr^rUJo Its 

Station (EPI) ^ch also rates rec—dations 

regarding vaccine use. 

g££s s&bss: -sm X'p a~ 

pi Sora 

_p ijnn-lna availability of vaccines of limited use, and consider options 

as to whenthe Federal Government should manufacture vaccines. Thxs Group 
Ss pl^S S important coordinating role, partiality 
Mninafinn of new types of pertussis vaccines (see Section VII of thi 
Retort) These efforts included sponsoring a visit to Japan by a group of 
^^UntSS? sponsoring a workshop on acellular pertussis vaccines; and 
^fflSlyXolvSl in the design, funding, and monitory of the 
Swedish acellular pertussis vaccine field trial. 

^E?<^Tof the American Academy of tediatrics (AAP), the Committee on 

Emunization of the American College of Fhysicians 1 1C 

Activities Division of the American Academy of Family Fhysicians (AAIP) , 
“of S Polishes its own set of recreations. IHS agencies have 
-maintained formal liaison with each of these groups, as well as with 
international advisory bodies such as the GAG of WHO and the National 

Advisory Committee on Immunizations (NACI) of the ^ th e 

and Welfare. Because of this liaison, vaccine recommendations in the 

nublic and private sectors (and internationally) are generally concordant. 
Cever^cSto^ toues arise that would benefit from even wider input 
, e a the preferred vaccine for prevention of poliomyelitis and the b^.ance 
bet^4n benefits and risks of Haenophilus B polysaccharide vaccine [HBFV] 
and pertussis vaccines). 

Durina F¥ 1987, several activities were undertaken to implement the National 
i Sd improve coordination. These included designation of tte 
teSSLr^tary to Health as the Director of the NVP (in January) and 

SSSS its 

3,, 

a Sordinator was selected, and further staff were obtained. 
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in addition, an expanded NVP Intemgen^toup ^^S^ofS^ldency 
including representatives of the Department of Defense (DOD) and the Agency 

for International Development (AID). 

The National Vaccine Advisory Committee (VAC) was chartered (Appendix 5) 

2S is being formed. This Committee will provide one of the most xr^ortant 
mechanisms for coordination between governmental and non-governmental 
vaccine activities, just as the NVP Interagency Group provides the mechanism 
for°intra-governmental coordination. The VAC also will play a magor role in 
developing the conprehensive National Vaccine Plan. 


B. ACTIVITIES FOR FISCAL YEAR 1988 

mnnnat.i on and Functioning of the Nationa l Vaccine Advisory Committee . 

It is anticipated that the appointment of Committee lumbers will be 
completed early in calendar year 1988 and that the first meeting of the 
Sittee can Lear during the second cjiarter of that year, with gu^terly 
meetings thereafter. Although the Committee will clearly set its cwn 
priorities, it is intended that all of the topics mentioned m the law as 
well as in this Report will be discussed with the Committee. Ih addition, 
the Committee will be heavily involved in preparation of the National 
Vaccine Plan (see below) and consideration of the resource requirements to 

implement the Plan. 

2. Develop a Comprehensive Long-Term Natio nal. Vaccine Plan. 

Following initial discussions with the National Vaccine Advisory Committee, 
NVP staff and the NVP Interagency Group will draft a corrprehensive long term 
National Vaccine Plan for review by the Committee. After needed 
modifications, this Plan will be submitted to Congress and will serve as the 
basis for development of Government agency budget requests as well as 
outlining the activities projected by non-governmental organizations. 

3. Continue Functioning of the NVP Intera gency Group . 

As the primary means of implementing the National Vaccine Program, continued 
functioning of the NVP Interagency Group is critical. It is anticipated 
that the Group will probably meet at least on a monthly basis during ■ 
iTaddition to working with the VAC to draft the National Vaccine Plan, this 
Group will be responsible for assuring that the other activities called for 
in this Report are accomplished as well as dealing with other issues that 

may arise. 

4. continue Liaison With Other Advisory Gr oups. 

To assure continued concordance between reccmtrnendations in the public and 
orivate sectors, representatives of the HIS agencies will continue formal 
liaison with other governmental, private sector, and international advisory 

bodies. 
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5 . P»nHnn,> Promo tion of Dialog on Vaccine Policies. 

At ^ r ?f ^ioSel^S^tio^S ^-22^988?° The 

STSUrt ml »1U ■S r *^SSSS’,ISprSi2lS?’lSn t !5la It, 

rSiStS"^ S S“£bSr~t4. ssrrt^STi, 

^Sits and riste of pertussis vaccines and HBFV. 1tkVnsjemi&XL 
S? S2r «hat other topics might merit suchan approach tat this matter 
will be brought to the VAC for its consideration. 

6 . Moot- with individual Ma nufacturers. Researchers, Public Heal th 
A gencies, etc . 

To assure the fullest communication with involved parties, individual staff 

SStStS? XSSfJSZSZSSX S.-S £—1 

consideration of a range of vaccine issues. 

7 . rvwilPtfi a Survey to Inven tor y Current Vaccine Resear ch. 

This survey is attempting to catalog current vaccine research activities in 
the private and public sectors. 
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II. 


assuring an adequate supply of vaccines. 


a. CURRENT SITUATION 

in recent years, the continuity of supply of essential vaccines has been 
in recern. yeo-ua, inrludina the limited number or 

threatoied by a nr^lem4 stSS^of manufacturers' employees, and 

currently only one licensed 

Habiiity issues. v poliovirus vaccine (OFV) and one 

manufacturer in • an( j rvjhella vaccines (MMR). Two 

manufacturer of dT^ibute diphtheria and tetanus toxoids and 

manufacturers cimrently di Hagnoghiius B polysaccharide _ 

pertussis vaccine (DTP) and tnr^ rabies 1 the sole manufacturer is 

s F? 0i S' ~ iSrSSoS; s pkSSS',Si-, h.« i. 

a foreign firm. On several _ * .. ^ resolved by 

temporary shortages . o^enporary alteration in immunization 

re ^“s?r?Lr^^^aS toKiing supply but fortunately 

liability issues have teen a apparB ntly are also important 

sss t —i. mi«- 

marketplace. 

To forestall the impact of JSwreSt'to 
establish a six north stockpile of to ^Continually 

represent the most £lfW A six month stockpile 

premise between the 

was selected as represenu-uiy , rfnr^tion of an interruption, and 

limited shelf life of vaccn.es, rte status 

the likely time required to li Fisca i Y ear 1987 is shown below, expressed 

2 tee Srf the stockpile could suRdy the total national demand 

(both public and private). 


Vaccine 

DIP 

MMR 

OFV 

IFV 

DT 

Td 


Amount 

13.8 weeks 

20.8 weeks 
20.5 weeks 

8.0 weeks 

20.8 weeks 

20.8 weeks 


B. ACTIVITIES FOR FISCAL YEAR 1988 
1. Purchase Additional Vaccines f or Stockpile. 

ss-tK 

bThSd with the VAC regarding the appropriate size of the stockpil . 



-13- 


i-totcr-mine What. Other V accines Should be Included in the St od 


Ihe stockpile ««rt]y 
Sed“i pneuniococcal 

Although infiuema vaccine is also widely^ ^ ^ appropriate . Ihe NVP 

changes each year the ; = P i SSU e to the VAC for consideration. 

Interagency Group will bring this issue to tne v* 


3. __ 

i aro in 1 imited use but nonetheless quite important 

Certain military populations (e.g., meningococcal 

for use in either civilian or military ^ addi tion, other important 

polysacchar ide vaccine, y el lew . rountrv but have been available 

vaccines are not axrently S^aSse B encephalitis 

under Investigational New Drug (™D>P^s aaCEait iy in 

[JE] vaa T ine) • ^hese vaccines are in limited use, they may play 

serious jeopardy. certain infections. 

Ss^TtS^y^l^iS^'va^^with the 

VAC. 


4. 


Consider Tomer ^Term^ ^Qa^L es to Assu 


Other approaches to assuring 

brought to the VAC, including theP°s increasing conpetition, changing 
SJe°liSilS e GliSe? dS™overment Manufacture, government subsidy of 
manufacture or guarantee of purchase, etc. 





-14- 


HI. ASSESSING HENEETTS AND BISKS OF VAC^ES ASSURING OTIC AND 

imcrrrioNER awareness of ihe benefits and risks. 


a. CURRENT SITUATION 

aBsftssincr Benefits and Risks , _ o f Kmuni zaticn 

Federal agencies involve! in evading the ^ 

lltm?ni rt 1:: on n wiS preclinical and clinical data prior to 

congunction with its VRBPAC^ studies nay be 

licensing a product, vari *, , lected fram a number of sources are 
conducted. F^exmple, data estimates of morbidity, 

analyzed periodically to. 1) ^tain^cug vaccine preventable 

complications, ^ risk of severe 

diseases (VPD) 111 ® . each VPD; 3) obtain estimates of the 

morbidity an^/orm^^i^f ines jJ^mended for use; 4) obtain _ 

efficacy in f^ld^^i^ Averse events associated with each vaccine in 
estimates of benefits and risks for vaccines 

field experience; and 5) project: one ove^aj. decision analysis. The 

fcsfiS? szzz'ttszs r. 

Ite Public <cStiS^ 

££= sass-. 

authoritres in va^rne^ev^t^^ za t ions ^y. y^e or four times a year 
SET £ “seSS the ^^^^TSSiSS^ese 

(MMWR). 

Prarrhitioner Awareness 

, . . rte ^ +.T-P APTP as well as surveillance summaries reach 
Ihe recommendations of the ACIF as weii^ ^ ^ ^ Bulletin , and 

practitioners through publica scientific journals. Package 

subsequent printing in oth cal provide relevant information 

inserts acxranpanying each conta . articles regarding other 

si «« 

data are presented at^ofsgional forSoUai^on with other 

other appr^riate foru^. ^ groups including the Committee on 
national and international a ry Imraunization of the ACP, 

^^SSfA^U^Di^ion of the AAFP, eadi of Kddi Polishes 
its own set of recommendations. 
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Pnblic Awareness 

Ihe PBS has created a variety of publi^tio^, 

educational materials for the gene teibuted primarily in the public 

sector) ^ J administered. Disease-specific 
their children and whenthey sho Reaardim Pertussis and Pertussis 

pamphlets such-as "Questi^ an^ ^ritouteTto^sist parents in evaluating 
Vaccine" have been dewelcped CDC has developed a conplete series 

the risks and benefits* ^^^Lr^^th Fede^lly pirchas^d 
of "Important : f nfor ^ 1 ^ 0 " a id ^ informing parents regarding the 

vaccines used in public ^ "Inportant Information Statements" 

vaccines their *£!*»*£ of infection, an! the risks of 

(IIS) describe the specific disease, describe the indications and _ 

severe complications. In addi , id effects associated with 

contraindications to vaccination, the possible siae eireo 

the vaccine, and the benefits of vaccination. 


B. ACTIVITIES FOR FISCAL YEAR 1^88 

. _ ,. j , n ma\r riharae as the National Vaccine Injury 

me activities described belcw may change ^tne is 

Compensation Program (Subtitle 2 of Title aai 01 uu 
inplemented. 

x. continue Assessing the B ene fits and Pisks of Immunizatio n. 

continue the review of preclinical and clinical data submitted as part 
" S LvestSational new drug (HJD) or license applications; 

- _ Maintain and improve national 

- SeS^o?^titi^ t B? J SSSdccal 

type B disease; 

- Develop and use tools viiich nay facilitate diagnosis of illnesses such 
as pertussis, pneumococcal pneumonia, etc. 

. . • ~ =rvq ovrand surveillance systems for identifying a 

- o, v^ta- <~ 
Section V of this Report); 

- Maintain, inprove, ani expand f^veillance^^ysteos for sgoifi^^ 

following the administration of c^tag^cci^(e.g., 

deveSp^t U rf 1 res^ai r parSySs t foll^Sg t Se^dministxatS^of oral 
polio vaccine, etc.); 
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Identify other data bases *ich my be useful in estimating the 
incidence and severity of VPD? 


Investigate outbreaks of VPD in the U.S. and elsewhere; 

conduct basic, applied, and operational research related to VPD in the 
U.S. and elsewhere; and 

Examine surveillance and other pertinent data reported from other 
nations. 


Tri p-rove practitioner Aw areness. 

^SizS^iinultaneously in the lay press; 

Publish information in the TO Drug Bulletin relevant to vaccine use 
or adverse events when indicated. 

Update manufacturer's package inserts when indicated. 

KSESSS: SS-SS.-SSSStS52° 

foruins; 

Continue to work with the ACIP, whose reccmmendations are published in 
,, mmmd and reprinted in the Journal of the American , Medical _ 

with a wide circulation; 

continue fortal liaison with other -ti^alandint^national a^is^ 

groups, including theSStf aSure timely 
Cornmittee on Iimnumzation of tne acf, " 

exchange of information; 

. , arvq d^frihute "Important Information Statements" for 

2JS, given in rtU, h»lth clinic 

25 .3Sl5 «nr Mr o» i» «« privet. «ator, 

contact orivate and public sources to identify the type and content of 

ssss 

to avoid unnecessary duplication of effort ( 

Report)? 
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Continue to encourage professional orgamzati^ to ^e^^^ 

. aH-Wplv involved in immunization activities, tnrougn 

£££?.£?“sSif*” 

ensure identification and vaccination of high risk persons, 
improve Public Awareness . 

« 1Trv ^^ and distribute lay publications such as "A Parent's 
Guidfto immunizations" and "Questions and Angers Regarding Pertussis 
and pertussis Vaccine" and expand to include other vaccines as 

necessary? 

Promote the use of patient education materials such as the "Important 
Information Statements" in the private sector. 

Attempt simplification of ^ 

Ihese statements are currently assessed as requiring ^ 

level equivalent to 12-13 years of education? 
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IV. 


aSSURING ADEOUME EEGDIMDRY CAPACITY TO EVAUJAIE VACCBES 


A. CURRENT SITUATION 

The FDA has the primary (C^?“tX CBER 

through its Center ^Review [CBRR] of the National 

(formerly the Office ofBiolog:Researcn ^ recently formed as a . 

S-S-KT xt will 
to AIDS. 

^ r =foS ^S^f^aSifitfel S^Se^is^ T 

^SSnT^ease^e^i^^^ review,and 

investigator brings state-of-theartne . x ^ evaluating specific 

^gulatorypr^s The^ci^tists^lay am^ra ^ ^ity 

ssssa ««. •* “»“•• 

CBER staff reviews IJT/£S (^^^ 1 f ^ v ^ I i^rtf a o^?'bi^gSS; meets 
supplements to these applic^i f discussions; reviews license , 

with manufacturers for pre INO am -uno lssues licenses for biologies 

applications aid amendments for biology ■ package 

and establishments; reviews and ag p^Stflnd other quality control 
inserts); performs selected oixdmtSn establishments before and 

assays; aid performs ^pections f^P^^ cher address issues Q f 

after licensing. In addition, cnif wnHoes of Proposed Rule 

compliance, preparation of regulatio ( ^ address issues 

Making and preparation of of pro duct lots 

^terb^^T^^a^'r^rts, aid epid^ologic 
issues). 

The Center works closely with the scientific * 

identify problems invaccinedeveop^ ^ ientific meetings and in the 
investigators present their finding workshops to focus on the 

scientific as frecjient 

^Sfo/S^fsory committee, to involve outside experts in the 
decision making process. 


B. 


ACTIVITIES FOR FISCAL YEAR 1988 


• Thvr- 5 C.+- a m TNiry; and T.i cens e Applicati ons, Perform 
Monitor Adverse, Re actions. 


1 . 
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2. &ggiTrp. Prompt Evalu a tion of New Vaccin es. 

wr- <*“S Sirssr3ifi^y 1 

SS.’SS"*““SSS ^Si-“ SS'S^SStia, 

applications will be submitted documents, continue review of 

of its staffing resources to reviewtbese^cu^n ^^ acturers , 

existing applications, perform control tests, am t~- 
facilities. 

3 . Assure ^ttoati gnof_B^Jfece^ar ^ Research B ase- 

Basic and applied r f sear ^ t ^°^ a ^ 0 ^^ ^SSSoS Sri Offering types of 
to meet the 1' n uitiber?of highly qualified scientific 

products being developed. and to evaluate or develop 

personnel are "^foTSnSofS^accines, including the 

appropriate methods to beV®?: , , methods of antibody assay and 

establishment of vaccine stands^, ^ fer ence reagents will need to be 
physicochemical criteria. apP”** , studies conducted to assure the 
identified, evaluated, and r^nufacturers aid . 

appropriate standa^zaticm and in^cruiting scientists Knowledgeable in 
other involved parties. ? r P^ a ®\-tcnia^Slogy, genetics, biochemistry, 

the new technologies, su nharmacoloqv will be necessary to enhance 

cell physiology, immunology, and pharmacology win 

CBER's regulatory capabilities. 

azation of the Cent er forBjolggics_&stetiga-aBa 


4 . com plete the Reoi 
Research . 

. ■ resist in the provision of resources 

ststss?-.£££ « sr“ 

Z^JZ^’S^SSlS** u— <«>*-• 

5 . Continue Discus sions, 
t aVomtory Facilities. 


■grHabe Chan rasls for Adequate 


Meqoate facilities are repiirai expaaiing 

sksss “SSrstss^rs’.s'- 

£iS^r« to ^SlS. SSSL5 -<*“■* 
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V. IMPROVING SURVEILLANCE OF ADVERSE EVENTS 


A. CURRENT SITUATION 

sSaSo^ 6 ffScSSsr 

syst® (SRS) Of the a phyStan- 

Events Following Immunization ( ) . .. designed for the detection 

and manufacturer-based, passrve and for some 

of new, P revlouslY known rLctions. SBS has collected 

frequency measurements for ser ^^f. , . f the pr ivate sector since 
reports of biologies adverse reaction <tote a p^-existing 

1984 Wien biologies :reaction r<-P 0 ^^ tQ biologies adverse event 

stored in a cauterized catalog not designed 
for this type of epidemiologic analysis. 

* 23 ^* 

for events tenporally r ® la “ ?T ■ purchased with Federal, State, or 

"Public seccor vdu,u^ ^mvirnatelv one-half of all 

local government funds, J^Sted states. Evente severe enough to 

childhood jummumzations m , which occur within 28 days after 

require a health care provider visit which occur wiuuu * 

Sirdzation are to be reported to MSAEFI. 

A major problem with passive r^ortiug f " is m^eport^g, i.e^ach 

of sensitivity. Also, a likely to 

to FDA and CDC. me actual reporting fraction ^unjoi^^ adverse 

differ S^teitporally related to vaccination, 

** “ 

adverse events after immunization. 

One additional approach to adv ? r ^ r f^ t ^p^S^ct 1 funded by CDC in Tennessee 
population-based data idicaid records. 

ass? 

SffiS SSTcf S ™ce with 

SHiS^^SatS all^s^niuation of fetter a 

particular type of event as well as calculation of the acteal risk 
attributable to vaccination. 
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FDA has established “"^^ionals about FDA's SRS and providing ready 
informing health care Professionals ^f^ve^esulted in increased reporting 
access to the system. ^ „ require a post marketing 

SSS.t'g? TtSSS'S- “ li ” ° f •” 

biological products. 

„ i__ _, Qt7or -ai p>\rtraiciural data bases through. 
Furthermore, FEft has access t biologic or drug events. These data 

cooperative agreements to p^^^^Dru^Surveillance Program (based on 
bases include the Boston ^“^^^Organization); Medicaid data 
automated data from a large health Ma ti j^ign (based on Medicaid 
from several states through various national 

billing data); and the Logy others initiated to 

adverse events. 

FDA and CDC share data on at le^ta^quarte^ _ 

provisional numbers of dea , vcnorted to each agency after immunization 
(encephalopathies or anaphylaxis) reported to t tetojeen 

with HHEV, DTP, am evSl being 

the two agencies on , specific issues and has included 

ssri rsr»s rsrLvss. „«*.— 

hepatitis B vaccine. 

Subtitle 2, Sec 2125(b) 5^ ^ 

care provider and vaccine manufactoer or tolrdication to further 

.Vaccine Injury Table or ary eventjfh^btitle^ will necessitate significant 
doses of vaccine. ofloth CDC and Iffi which 

SS^SS*y SS PX— «***-. 


B. 


1 . 


ACTIVITIES FOR FISCAL YEAR 1988 
im prove R e porting of Ad verse JEvents. 


Evaluation of -th^ to^timulate gjortSffi, 

priority during Fiscal Year 1988. ni^emern access to ^ 

routine availability of surve mandatim reporting by manufacturers and 

system by individual reporters, and others 

providers. Providing a poSt^e reinforcement to reporting of 

involved in monitoring s y® t ®f 1 ^ EFI p ^ S u lts for the years 1985-86 will be 
adverse events. . A year. In addition, feedback letters to 

^^^oS^tfS^oo^irogram rranagers will be priced 

periodically. 
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f.f“.?. r^goSrs^sSfS 2^ s s£^r««- » ^ ®* ™ 

S?” ‘SStS^ffl S=*lv« t, 2 S,ct™», «. to m 

voluntarily following this same system. 

2 . T-m prove Adverse Events Surve illance Systems. 

'"”gSS r .SrS£ 1 i?3»S??^ !SSS?^fS^S,Sc ^ 

sysssssKr? ^ »**»-« r^sirsgjs s*Si 

averse events. Dialogue and sharing of data between CDC and FDA will 
continue. 

3 . Tm pl ement the Natio n al Childhood Vaccine Injury Ac t. 

FHS will develop approaches for ^ inpl^entation tte JMidato^ re P° rtijig 

requirements of Subtitle 2 of Title XXI of the HIS Act. 

4 . -investigate Additiona l Approaches for Adverse Event Surveillanc e. 

^ h,<=^ rfata bases such as Medicaid or Health Maintenance 

skisszz s 

an additional ^^^^^^^j^^rLy^Tu^depe^ing 

Vte 0 i ciSuoL a ?r^tudiea. FDA will continue to 
on ™ Vfonortina reauirements in new vaccine licensures, and will 

monitor potential adverse events in 

prelicensure negotiations with manufacturers. 

5 . Ryamine Specific Res earch Questions. 


A. 


CDC/Vanderbilt cooperative studies 


Ihe final report of the Tennessee Medicaid study on the relation 
of Sudden Infant Death Syndrome (SIDS) and DTP vaccination wil 
prepared and submitted for publication. Continued progress on 
studTof neurologic illness after DTP will be monitored. An 
additional study on the relationship of vaccination to subsequent 
serious infection after immunization is being planned. 
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B. 


Study of Neurologic Illness in Childhood (SONIC) 

A oilot study of the risk factors associated with neurologic 
illness in children was begun in 1987 in Washington and Oregon. 
Ihis pilot is expected to demonstrate whether or not a full seal 
study of this question is feasible. An objective for _ _ 

Fiscal Year 1988 is to complete the pilot study and arriveat a 
decision about undertaking a larger, more definitive proj 
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VI. ESTABLISHING RESEARCH PRIORITIES 


A. CURRENT SITUATION 

Five Institutes of The lead 

Research Resources f Allergy and Infectious Diseases 

Institute CDC. In addition, the 

(NIAID). otter :fS agencies uwoiv mtemational Development 

Department of Defense and develofment. In the fall of 

rKS ss - a 

clSrly-iefined^nd gor^ted^pplay in 

^ ^S^19^ S Secretaryrf^Health and Hunan Slices 

system. In _ , _ 4 *>io tth^ < 5teerincf Ccsnmittee for the 

^.T-ipted ^seJdfstrategy thatthe HIAID prcpceal for the 

SSSSSSSflJ^S^tT" h. - «. of ft« 

initiatives to 11 priority initiatives identified. 

Die goal of the initiative-^^^^c^o^N^ccines^ to 
fc? SSSch and development efforts It anticipated 
SS^Sh the assistance of £ ^ing adv±with the HB 

usage, ^ 

ss, STA’StS^^SSi vtS^rSS 5» X*- 

might be the case. 

, , . , . wtath and AID commissioned the Institute of Medicine 

To assist in planning, qn fences to develop a model decision 

(ICM) of the National fsSSSniprSrities among candidate 

process that could ^^^^^pLntoer 1982, was divided into 
vaccines. The ICM sruay, willoi decision system for the 

two major phases? first, ^ second, development of a model 

examination of vaccines for domestic use, and secora,developed a model based 
decision system for international vaccines. Die lm oeveiop«^ 

f^\-?cnr« of exnected health benefits and expected net costs (or 

c^Sla^l^Sndidate vaccines. Diis quantitative approach 
S’ S^,£1f dLSS. analysis arxd cost-effectiveness analysis. 

Ohe I« ^ S^o^a 

S^fore^aSe^Se next decade «* 

hipest priority to the follcwing five vaccines in the order listed 


\ 
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Heratitis B virus (HBV, recombinant im-derived) 

Relspiratory Syncytial virus (RSV, live-attenuated) 

Haemophi lus inf lue nz ae , type b 
Influenza (live attenuated) 

Varicella (irmttunocompromised children) 

An improved pertussis vaccine ^^^^BnraunodefSiency 

SHOD, so pertussis was notJ^e ^fStrovirus had not yet 

delations. A vaccine for AIDS has 
nowleen assigned special priority apart from this program. 

Ihe IOM Commit^ consider 

international model, including P infectious diseases of developed 
since de ! e ^ p ^ 1 C ^ n ^2s pSuliL to or magnified in the tropics. Die 
analysis 3 assigned ^gL&rity to the folding five vaccines in the 

order listed: 

gag Btacocsua pneumonia e (protein-polysaccharide conjugates) 

Rotavirus 

Plasmodium species (sporozoite) 

Salmonella typhi 
Bhizella species 

NXAID at*. AID had previously --tries. 

SfeSS ^^d^fol^^i - 

ICM lists have been combined to provide tne x *y 

_ « • _ J_JxVf 


JJJVl -- - 

targeted for priority development. 


1 . 

2 . 

3. 

4. 

5. 

6 . 
7. 


U.S. 

Rnrdetella pertusssis 
(improved) 

Hepatitis B virus (rDNA) 
Haemophilus influenzae type b 
Respiratory syncytial 
virus 

Influenza viruses A & B 
(live, attenuated) 

Her pesvirus varicellae 
Neisseria aonorrhoeae 


international 

X. stre ptococcus pneumoniae 
(conjugate) 

2. Rotavirus 

3. Plasmodium species (sporozoite) 

4. salmonella typhi (typhoid) 

5. Bhiaella species (dysentery) 


7. 


Vibrio cholerae 
Mycobacterium leprae 


mu e^^t that vaccines for other diseases do not appear on the priority 
Sste ^ot^STSat tteliseace is not ta^rtant or that no work is 

being done on development of a vaccine for it.r^Sf^coKs for many of 
progress has been made in fashioning new or improved vaccines tor many 

the 13 other agents reviewed by the I CM. 
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“ DS ‘ S E S S'a^S^ef^SSnT C^er 

^i^™is^Y^ 1987 Federal ex^turesfor -cc^e^ear^ and 

ISSJ^SEZZ 

FDA, and $3.2 million from CDC. 

Considerable progress has been made is 

vaoc ^® J f ^ to^ndS^^Much of this effort was supported by NIH as well 
K^Sg^ies, including the World Healtt Or^nrzatron. 
Individual vaccine manufacturers have also been quite activ . 


B. 

1. 


ACTIVITIES TDR FISCAL YEAR 1988 (Excluding AIDS) 

ESSaor Reassess th ^Jnstjate^flMte ine (ICM) Prjg ritiesfor 
\Tami ne Research . 

r. •!_. w 4 11 determine if the domestic and international priorities 
^^h^^liL stSHpply. This is particularly important in view of 
S^SScS progress achieved to date in the developnent of vaccines 
identified on the ICM list of priorities. 


2 . 


T continue R mnhasis on t he Development of Impr o ved Vaccines to Prev e n t 
ni^«. caused bv Hae m ophilus Influenzae type B. 

_ . , . . . . , nf nnp vaccine in native Alaskan infants continues for at 

applications for this type of product. 



4. 


fitiTmilate Basic and Cl inic al Research on Tar geted Vaccines . 


_ . r f/w+ mil bp directed particularly to vaccines to prevent disease 
This effort will be dixecuea^Py-y Jlrf-swH-met Streptococcus pneumoniae. 

diseases. 
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5 . Basic and clinical Res earch on O ther Im portant Vaccines , 

cweral diseases of importance in developing countries did notrank high 

BsxzEx&rx&zz ■ssss 1 js * -«. 

stimulate needed research in these areas. 


Ttet-aKiish T.iaison With Membe r s of the Pharmaceutical Indust ry. 


6 . 

This will enable the NVP to keep abreast of individual companies 1 
^tivities for vaccines of U.S. and international interest. 


research 


7 . rnmnl gte a survey to Inve n tory Current Vaccine Research . 

Ihis survey is attempting to catalog current vaccine research activities in 
the private and public sectors. 
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VII. HWTING RAPID DEVEIOfflENT AND WIRDEOCTION OF DffiROVED EERIUSSIS 
VACCINES 


A. CURRENT SITUATION 

a. .r -afor -noT+ussis vaccine has been a longstanding goal. 

The LTteen^Sdf in understanding the pathogenesis of . 

SSat KTis^ting antics 

- F^ch, *» 

^t^T^received Se rost attention 

pertussis toxin (FT) or Lyxiphocytosis Promoting Factor ( ) 

Filamentous Hemagglutinin (EHA). 

Acellular pertussis. va f ines VggW* 

developed and of age and older. Available data suggest 

fewer dilate reactions than whole ell vaccines 

and protect against pertussis. 

A clinical trial of two Japanese vaccines in 

combination with IHA^n^red in d ; f ^ e ^ clijl ical efficacy. 

Sweden since 1986. This trial is nosslblv provide a serologic 

° f "T SSS2 without the need 

means by which ether canaL rf^, . trial will provide information about 

for other field efficacy ( studies. reactions but is 

the safety of these vaccines with regard to ccsnmoniy seen 
rat large enough to address the incidence of rare adverse events. 

u ' s ' 

SS3S/52S ^N^I^^tocSe^l^tio^ters 

or e^cSnical sites sponsored.by the renufacture^- 

working in < ?°^5° rat ^ n ad ^ i “ Ve | ^Uw Snta^ng exclusively FT has 
SevSo3^NIH^aboratori4s and has undergone Ihnited clinical 
evaluation in U.S. adults and children. 

Other U.S. researchers, Such as Mi» “ST™" 

are working on the “^^^SS^SwI^^nvestigators at 
antigens similar to those previous y . th& ^ of reC ambinant 

the NIAID Rocky Mountain laboratory are worKing , . . p ~ r n v 

acellular pertussis vaccines. 
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Investigators^ Iteitaln have S^Se^S^™ 

which they e5i P ec *^° agglutinogens which British 

This vaccine contains FT JandJHA as’wexi inst pertussis, of 

scientists British researchers may include 

interest to the United State comparative trial in 1987 and plan to 

Lederle and Merieux vaccines .in -vtoLch will furnish a direct 

conduct an efficacy trial beginning“ : ^ cell vaccines. Other 

comparison of the ef ^^ ° f are^evelqping vaccines which may eventually 
manufacturers currently have or ThSertertedly is some hesitation 

to SSTStry to the U.S. market because of concerns about liability, 
vdddi have teen considered ^ de vel<*ed methods foe evaluating 

“d^rM aT • In ' ad(iiti0 ^K n a ^.r 1Uatilig 016 

role of other pe ? :us PL. i ^clS ^to"^ 01 !^ addition, FDA scientists have 
agglutinogens, adenylate cyclase, _ etc.). _ __ responses to pertussis 

developed serologic a f?^' s f °^. ified rea gents, ard the establishment of 
antigens, the preparation of -international use. At CDC, studies have 

serological reference standards f diac mostic tests for pertussis, and 

focused on the ^assess^rassociation between whole cell 

on a large case-control study . • ^idren. These data may 

^SifylTS^^SSS^the risk of rare neurological illnesses 
SS^ole^TSpared to acellular pertossis vaccines. 


B. ACTIVITIES FOR FISCAL YEAR 1988 

The major focus of efforts in the cs^year ? £ one^Sf ** 
additional information necessary assumes that the trial in 

acellular pertussis vaccite. iTvaccines 

SSS ra^S^in combination with FHA, and that an acceptable 
^^c^rflato of protection is derived fron the sare trial. 

!. and Present the Cli n ical tenlts From the _ Swedish Tria l- 

for the trial has been completed and plans for analysis of 
te rSults have ten tee.. to of°toe P 

£ffi*^lSy ! SSSSS"of*S'1iX?fo ~ 

ccfinmunity. 
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2 . 

Ihe blood specimens collect^ in ^ tov^Son 0 ^ 

data on the relationship ^^Sblished, it my be 

protection from disease. I vaccines in terras of the antibody 

possible to assess other candi . trials to evaluate prevention of 

responses they evoke in u ^\° f trial will be analyzed both in Sweden 
disease. Blood specimens fro ^ objective for Fiscal 

and, if ke s^imns frca 

ffsss - ««■*■<.« *■» 

Swedish sera tested in the same labs. 

3 . continue tun Revi ews and Licen se Ap plication Valuations on jjgw 
C^rdidate Vaccines . 

Ihe FDA reviews all new products ^^^^^^^^sj^^dditional new 
(IND) in the ocodng 

vaccines are expected to be ay review IND submissions and 

year, ah objective for Fiscal possible on all precis 

evaluate license applications as expeaiLxuu^ i 

submitted. 

m laboratories have testa! 

^Cterist^ o^ vaccrnes will be tested 

clinical evaluation is not delayed. 

4. 


Presently, NIAID supports ^^“j^^^^^^^n^^Sf^rently 
Vanderbilt, Baylor, and R ^^^. U ^d^ ieux Sri™ Fiscal Year 1988, 
evaluating products from ^ different producers are 

oa*r piom a- £\£ Lon, 5-1*“ 

S2&2 

^StfSsSad *,«**=«,».* 

Fiscal Year 1988. 
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5. 


poagibiiitv of a_ igigg-Ssalg-Sa£gfem^-lt£issssg-ttisL-iD-B^ 

u.s. 


MW discussions have W * 

Massachusetts investigators . abou & y s using the vaccine 

conducting a safety ^^^J^lv suitable 'vaccine. More detailed 
developed at xm or .^“f^aS^jeTin the U.S. will be carried cut « 

ssrs/s Mr*. «. ■* ttisi 

and to assist in obtaining support for it if indicated. 

6 . standardize S e rologic Tests for Pertuss is. 

wiogio tw to r=^JfiSS2'i?SSii 0 iS^i" 5U 

pertussis vaccines teve ze ^to peisit accurate cospanecn of the 

tests have not yet been standataiz p ^ i _ tive for Fiscal Year 1988 is 

results fran prepare ^d distribute reference sera which 

LsSL between nmnufacturer, government, and 

university laboratories. 

7 . Fval nation of N ew P i agnostic Tests for Pertussis . 

4 - ^ 4 -v.o-r than culture of Bordetella pertussis organisms, there is 

At presen , +• tThir-b can reliably diagnose pertussis. A rapid 

no agreed upon test which can r Y , epidemiologic studies. FDA 

diagnostic test would facilitate cluuc^^ g“^ (E S SA) for an 
and CDC have used enzyme-linked :umlunc ^°^^. ^ identifying pertussis 
experimental assay which appears vfty P abroad vrtiich have shown 

infection. CDC has fended^ awoa ^ ^ 

promising results An o^ive for^l Year 198^ ^ ^ to 

sfStSn^^ * can be made available to a wider group 

of researchers. 

8 nomplrf-e Pil o t study. Of Neurologic Illness in Oiildr en. 

» puce wy of tt. 

vaccination) and neurologic llln^s ex ^ £d to dern0 nstrate whether or not 

Washington and Oregon, dhis P 1 ^ ■^ e Sle- 5 Ki # = An obiective for Fiscal 
aXlscale study of ^®^ion ^eas^le. ^ obgecti ^ ^ 

Year 1988 is to complete the pilot study and a^ive 
^SrtaSng the la^er, more definitive, project. 

9 . Tntramural _Bg§g§£^l-Sl-E^^^ § ^-^~^^*~^^ J ~ gi ^~^^ 

• /; -pm has been an international leader 

The laboratory of 1^^^ziS^tussifiiti^ns as well as developing 
in identifying and ch^ c ±^iJ^^P e ^^__ s ^ s . virQlence factors. 

techniques fordnvolv^in developing candidate 
laboratories at NIHand CDC are n^v y efforts will be 

vaccines and diagnostic tests, respective y 

continued. 
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VIII. ASSURING OPTIMAL IMMUNIZATION HOTELS IN ALL HIGH RISK AND TARGET 
GROUPS 


A. CURRENT SITUATION 

4 -- « been best achieved in school age children. 

High immunization levels have been .. f state laws requiring 

Continued efforts have resulted ■ kindergarten through grade 12 in 

certain immunizations forjttend^ m kinderg™ zrooo f ^ 

states, ani kindergarten^rtrmtein a ge 

immunization ^vels greater than 95^ teveb^acm ivities dealijlg 

children. Contanued su^ortvall *£«£*eectag ^ well . For 

with infants, preschoolers, and aaurs are no p are estimated to be 
^^“fShSe^^ Uls in scsne inner cities substantially 
lower than that. 

. . . . i n r^-rpcy-hoolers can be assured in settings such 

appropriate -nitori^ isp-^ H ^er, 

the majority of o^^^zatim nay be missed When children (or 

Additionally, opportunities for Mraunization rev rec eive indicated 

adults) ^ccines are withheld for inappropriate reasons. 

!s^SSs s.’ss&rs sjss ss£“ 

there is need to increase aware^ or^the ?S^Sd a^f^to retain 

*>eir -*t Hie. 

Increasingly, vaccine pri<S"" 

possiblelSfts from private to public sector. 

SSSs^t^bSn able to 

^Le oSS^ccines for public . sector use ; To 15 no eVldenCe 
of a significant shift from the private to the public sector. 

»■ Sf Su^ S 

“ti^lv « ^™^y^ecessary. I-unization l^els in other 
in a timely manner -u ** i ^ ^ health care workers, 

l^s^l^/^'hjSable drug users) are also cfiite 1cm and retire 

increased attention. 




-33 


tte Federal government 1988 a 

pneumococcal polysaccharide vaccine £>a influanza vaccination. It is 

Medicare demonstration project wi , fim! j S po purchase adult 

not proposed above, 

vaccines. In addition to the Medicare nee a for 
Federal efforts will concentrate on making actuirs aware 

immunizations. 

B. ACTIVITIES FOR FISCAL YEAR 1988 

n« -Jor <*» will “ 

sas ssss s -*s. 

Stings schools and day care centers. 


Assess 7 
Achieve 


imlria f 0 Miv nf Private and Public Sector Involvement t o 


gevise Adult Immunizatio n Action Plan- 


Svi^n^ f wSrS°mde Sd the revised plan will be distributed to 
SSSSion projects and other health organizations. 

3 . bbb an Ad hoc ^steto RgrteDjforatioB and Fducation on the 
Need for Adult Immun ization. 

CDC will provide direction to . * 

vaccine needs of the general public^nd TO unified ^ for 

^ Sion. The Committee would develop a plan directed toward raising 
immunization awareness among adult peculations. 


element Cogi 
ianizations_ 


itive Ac 


for Si 


Health Maintenance 


a* wm ta 

ES^SSssssmr sir^-tr- 

vaccines. 

5 . and Promote Use o f Mu lt Immunization Materi als. 

err has a contract to develop materials and methods appropriate for 

increasing levels of awareness in the general public Si^distribute 
^ b h(3 f or immunizing adults. CDC win aisurxuu.^ 

S S^iSs and assess their use and effectiveness in promoting ahlt 

immunization program activities. 
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6 . Activ i ^ niit-1 Ined in Program Grant Guideli nes. 

»«-* =«e ss'ss'ssss ss 

to expand their role to mcl P qrant supported activities, 

nnmunizations throu^i education ^ d ^^^ ot ^i ram u n i Z ation programs 

SStafCSSt in the prorotion of adult and childhood 

immunization. 

w ^ Tne 3TV d activities will be summarized on a quarterly basis 

r state^lo^r^ects^ *£*%%%«, program 

«* monitor progress will he continued. 

7 . conduct Surve ys to Establish Baseline Data- 

• =- 1-0 methods to establish baseline data in certain areas including 
Appropriate methods to esraDiiwi ^ vaccine usage in 

size of target population, w™ra?| necessary. 9 Studies will be designed 
public and private sectors, w ^.^ d ^to^ractices in nursing hones, 
that will Treasure knowledge, attitudes, ana piau 
hospitals and selected physicians practices. 

The hospital study may 

programs to determine levels of 9 survey would be conducted on a 

other appropriate vaccines. ^ rm^tn de ter mine usage and coverage with 

nationwide basis and SStTV survey would 

iSrs'SS'Si 

SJSK ■>-*>■» "* collation 

will be evaluated in Chicago during 1988. 

8 . and Appropriate Strate gies to hrprnve Immunizatio n 

levels in High Risk Groups. 

D ^ result s of the studies enumerated above, new approaches will be 

Based on the results or rne e in defined hi#i risk groups, 

undertaken to improve immunization coverage m ^ 


Distribute Automated Pa tien t Recall System . 


An automated data system has 

Z^iZl Sect grantees durir^ 

Evaluation (ICE) sy __ i«vpi <5 of coveraqe m preschool 

1988. It should allow P^f^^^Slo^u^fteose shewn to to 
populations and assist them m tracKing ana iuiiu« ^ 

delinquent in immunizations. 
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10. Bwiew Effectiveness of Presch ogL_E ff' Dr tg ■ 

• !->• ~i i QQQ Hata obtained from studies in St. louis °n 

IXirrng Fiscal Year 1988 > x. ^viprs of newborns and m Los 

SS a o^1^ve°?^!l syst^ in P^lic clinics will be reviewed to 

evaluate their effectiveness. 

PHS will also review anew S1S£n£a£on 

p*lic am private sector. ^^^’^SrSlon of vaccine, and 

2tiSS e of°^age levels iS specific age groups. These evaluations 
will be shared with State projects. 

11 . convene a Nationa l - Immunization Conferen ce. 

cdc will hold a National Immunization Conference in San 

S 00 , qRR This conference will feature programs and activities 

Se^of the preschool am adult populations. Conference 
proceedings will be published am distributed. 
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UEST OF ACRONYMS/ABBREVIATIONS 


AAFP 

AAP 

ACIP 

ACP 

AFEB 

AID 

AIDS 

AMCRA 

AHIA 

ASH 

CEER 

CDC 

CMI 

CHHS 

DOD 

nr 

DTP 

EPI 

fda 

FHA 

GAG 

GAO 

HBPV 

HMO 

IIS 

3ND 

IOM 

IPV 

JE 

IPF 

MMR 

MMWR 

MSAEFI 

NACI 

NAS 

NCDB 

NIAID 

NICHD 

NIH 

NVP 

OBRR 

orv 

OTA 

PHS 

ERP 

PT 

PIA 

rDNA 

PSV 


- American Academy of Family Physicians 

- American Academy of Pediatrics 

- immunization Practices Advisory Committee 

- American College of Physicians 

- Armed Forces Epidemiological Board 

- Agency for International Development 

- Acauired Immunodeficiency Syndrome _ , 

- American Medical Care and Review Association 

- American Public Health Association 

- Assistant Secretary for Health 

_ Center for Biologies Evaluation and Research 
_ centers for Disease Control 

- cell-*fediated Immunity 

- Department of Health and Human Services 

- SStSSa and tetanus toxoids (pediatric formulation) 

- Diphtheria and tetanus toxoids and pertussis vaccine 

- Expanded Programme on Immunization 

- Food and Drug Administration 

- Filamentous hemagglutinin 

- Global Advisory Group 

- Government Accounting Office 

- Haemophilus B polysaccharide vaccine 

- Health Maintenance Organization 
_ important Information Statements 

- Investigational New Drug 

- institute of Medicine 

- Inactivated poliovirus vaccine 

- Japanese B encephalitis 

I ^s! r ^ t S^la t °i rus vaccines (combined) 

I Following Imunization 

- camadianNational Advisory Ccsnmittee on urammization 

- National Academy of Sciences 

- National Center for Drugs and Biologies 

- NatSS Institute of Allergy and Infectious Diseases 

- National Institute of Child Health and ttrran Development 

- National Institutes of Health 

- National Vaccine Program . 

- Office of Biologies Research and Review 

- Oral poliovirus vaccine 

- Office of Technology Assessment 

- Public Health Service 

- polyribosylphosphate 

- Pertussis toxin 

- Parent Teacher Association # 

_ Recombinant DMA (desoxyribonucleic acid) 

- Respiratory Syncitial Virus 
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SIDS 

SONIC 

SRS 

Td 

VAC 

VPD 

VRBPAC 

WHO 


Sudden Infant Death Syndrome. 

Study of Neurologic Illness m Childhood 

Spontaneous Reporting System ^rrmiia-Hon) 

Tetanus and diphtheria toxoids.(adult formulation) 

National Vaccine Advisory Committee 

Products Advisory Ccanraittee 

World Health Organization 
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PUBLIC LAW 99-660—NOV. 14,1986 


100 STAT. 3755 


TITLE III—VACCINE COMPENSATION 


SEC 301. SHORT TITLE. ... 

This title may be cited as the "National Childhood Vaccine Injury 


Act of 1986". 


PART A-VACCINES 


National 
Childhood 
Vaccine Injury 
Act of 
1986. 

42 USC 201. 


SEC. 311. AMENDMENT TO PUBLIC HEALTH SERVICE ACT. 

(a) New Title.— The Public Health Service Act is amended by 
redesicnatine title XXI as title XXIII, by redesignating sections 2101 
throughout as sections 2301 through 2316, respectively, and by 
inserting after title XX the following new title. 


42 USC 30Gaa 
et sec?., 

30Gcc et seq. 




100 STAT. 3756 


PUBLIC LAW 99-660—NOV. 14,1986 

'TITLE XXI—VACCINES 


42 USC 300&a-l. 


42 USC 300aa-2. 


42 USC 263a- 


“Subtitle 1—National Vaccine Program 
“establishment 

“Sec. 2101. The Secretary shall establish in the Department of 
Health and Human Services a National Vaccine Program to achieve 
optimal prevention of human infectious diseases through immuniza¬ 
tion and to achieve optimal prevention against adverse reactions to 
vaccines. The Program shall be administered by a Director selected 
by the Secretary. 

“program responsibilities 

“Sec. 2102. (a) The Director of the Program shall have the follow¬ 
ing responsibilities: 

“(1) Vaccine research. —The Director of the Program shall, 
through the plan issued under section 2103, coordinate and 
provide direction for research carried out in or through the 
National Institutes of Health, the Centers for Disease Control, 
the Office of Biologies Research and Review of the Food and 
Drug Administration, the Department of Defense, and the 
Agency for International Development on. means to induce 
human immunity against naturally occurring infectious dis¬ 
eases and to prevent adverse reactions to vaccines. 

“(2) Vaccine development. —The Director of the Program 
shall, through the plan issued under section 2103, coordinate 
and provide direction for activities carried out in orthrough the 
National Institutes of Health, the Office of Biologies Research 
and Review of the Food and Drug Administration, the Depart¬ 
ment of Defense, and the Agency for International Development 
to develop the techniques needed to produce safe and effective 
vaccines. 

“(3) Safety and efficacy testing of vaccines. —The Director 
of the Program shall, through the plan issued under Bection 
2103, coordinate and provide direction for safety and efficacy 
testing of vaccines carried out in or through the National 
Institutes of Health, the Centers for Disease Control, the Office 
of Biologies Research and Review of the Food and Drug 
Administration, the Department of Defense, and the Agency for 
International Development 

“(4) Licensing of vaccine manufacturers and vaccines.— 
The Director of the Program shall, through the plan issued 
under section 2103, coordinate and provide direction for the 
allocation of resources in the implementation of the licensing 
program under section 353. 

“(5) Production and procurement of vaccines. —The Direc¬ 
tor of the Program shall, through the plan issued under section 
2103, ensure that the governmental and non-governmental 
production and procurement of safe and effective vaccines by 
the Public Health Service, the Department of Defense, and the 
Agency for International Development meet the needs of the 
United States population and fulfill commitments of the United 
States to prevent human infectious diseases in other countries. 

“(6) Distribution and use of vaccines. —The Director of the 
Program shall, through the plan issued under section 2103, 
coordinate and provide direction to the Centers for Disease 




100 STAT. 3757 


PUBLIC LAW 99-660—NOV. 14,1986 


Control and assistance to States, localities, and health 
practitioners in the distribution and use of vaccines, including 
efforts to encourage public acceptance of immunizations and to 
make health practitioners and the public aware of potential 
adverse reactions and contraindications to v accine s. 

“(7) Evaluating the need for and the effectiven ess a nd 
adverse effects of vaccines and immunization acttvtttes.— 
The Director of the Program shall, through the plan issued 
under section 2103, coordinate and provide direction to the 
National Institutes of Health, the Centers for Disease Control, 
the Office of Biologies Research and Review of the Ftxxl and 
Drug Administration, the National Center for Health Statistics, 
the National Center for Health Services Research and Health 
Care Technology Assessment, and the Health Care Financing 
Administration in monitoring the need for and the effectiveness 
and adverse effects of vaccines and immunization activities. 

“(8) Coordinating governmental and non-governmental 
activities.— The Director of the Program shall, through the 
plan issued under section 2103, provide for the exchange of 
information between Federal agencies involved in the 
implementation of the Program and non-governmental entities 
engaged in the development and production of vaccines and m 
vaccine research and encourage the investment of non-govern- 
* mental resources complementary to the governmental activities 

under the Program. - , 

“(9) Funding of federal agencies.— The Director of the 
Program shall make available to Federal agencies involved w 
the implementation of the plan issued under section 2103 funds 
appropriated under section 2106 to supplement the funds other¬ 
wise available to such agencies for activities under the plan. 
,4 fb) In carrying out subsection (a) and in preparing the plan under 
section 2103, the Director shall consult with all Federal agencies 
involved in research on and development, testing, licensing, produc¬ 
tion, procurement, distribution, and use of vaccines. 


14 PLAN 

“Sec. 2103. The Director of the Program shall prepare andissue a 
plan for the implementation of the responsibilities of the Director 
under section 2102. The plan shall establish priorities m research 
and the development, testing, licensing, production, procurement, 
distribution, and effective use of vaccines, describe an optimal use ot 
resources to carry out such priorities, and describe how each of the 
various departments and agencies will cany out their vaccine func¬ 
tions in consultation and coordination with the Program and in 
conformity with Buch priorities. The First plan under this section 
shall be prepared not later than January 1, 1987, and shall be 
revised not later than January 1 of each succeeding year. 


‘'report 

“Sec. 2104. The Director shall report to the Committee on Energy 
and Commerce of the House of Representatives and the Committee 
on Labor and Human Resources of the Senate not later than 
January 1, 1988, and annually thereafter on the implementation of 
the Program and the plan 'prepared under section 2103. 


42 USC 30Oaa-3. 


42 USC 30Oaa-4. 




100 STAT. 3758 


PUBLIC LAW 99-660—NOV. 14,1986 


42 USC 300aa-5. 


“national vaccine advisory committee 


“Sec. 2105 (a) There is established the National Vaccine Advisory 
Committee. The members of the Committee shall be appointed by 
the Director of the Program, in consultation with the National 
Academy of Sciences, from among individuals who are engaged in 
vaccine research or the manufacture of vaccines or who are physi¬ 
cians. members of parent organizations concerned with immuniza¬ 
tions, or representatives of State or local health agencies or public 

health organizations. 

“fKi The Committee shall— 

“(1) studyand recommend ways to encourage the availability 
of an adequate supply of safe and effective vaccination products 

in the States, .... , 

“(2) recommend research priorities and other measures the 
n-r rtf thp Prrkcrrttm should take to enhance the safety and 


efficacy of vaccines, . * \ , * .. 

“(3) advise the Director of the Program in the implementation 

of sections 2102, 2103, and 2104, and , _ 

“(4) identify annually for the Director of the Program the 
most important areas of government and non-government 
cooperation that should be considered in implementing sections 
2102, 2103, and 2104. 


“authorizations 

“Sec. 2106, (a) To carry out this subtitle other than section 2102(9) 
there are authorized to be appropriated $2,000,000 for fiscal year 

1987, $2,500,000 for fiscal year 1988, $3,000,000 for fiscal year 1989, 
$3,500,000 for fiscal year 1990, $4,000,000 for fiscal year 1991. 

“(b) To carry out section 2102(9) there are authorized to be appro¬ 
priated $20,000,000 for fiscal year 1987, $22,500,000 for fiscal year 

1988, $25,000,000 for fiscal year 1989, $27,500,000 for fiscal year 1990, 
$30,000,000 for fiscal year 1991. 


42 USC 300aa-S. 
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executive summary 

i t of a safe and effective vaccine to prevent^h ^ vlde range of 

Development. , _ (HIV) infection and AID P orowth of the AIDS 

immunodeficiency D0 licy challenges. The con g b ers of persons 

scientific ^Pf“ C th POl e pidemiological estimates of the numbe” V 

pandemic, coupled witn P capable of spreading the viru , 

currently infected '“ prominent role among the s | Hea ith (NIH) is 

vaccine development into a pro Natlona l Institutes of Healtn ( 

prevention and control ot Aiuo Health Service <* HS > 

"the research and development effort 

responsibility f vacc ine development will requ acade mia ( the NIH has 

rS^cipationi,Sedtted^eclinical and 

generated a comprehensive plan ff tive aids vaccine. 

clinical development of a sate an 


BACKGROUND reUed on an interactive 

Historically, V j ada rally S fnnded 8 academic°and government he 

divided into three 1 addition, an infrastructure providing the 

serve^to^chmplementYhe maj^or steps^in vaccine°deve^opme^«^ faaslc research 

resources necessary to expedite 

through clinical testing. disease, 

. --eessarv to define the pathogenesis p mode ls and 

The basic researc Uy genetic and immunologic var a ’ ari mental vaccines 

Ess — “ d l> ~ 

federal government. . teps fr om immunogen 

xSuu..i~ “■ ! Su4 °< ■» 

Sffirs 

commitment in biotechnology, J tles for biological P rod ^“' , tbe 

a a erale-up production taci . risks and commitments x 

- ■-- -—* “ A,e “ d 





V over liability issues. These risks have led to a decreasing 

apprehension over li bill y ^ reffiaining in the vaC cine industry over 

number of commercial become dependent on single 

the pest -nty yeers As^a result. b Lome dominated 

suppliers for many The ureencv 0 f the AIDS problem, coupled 

b ?th the re cent*" advances in molecuUr biology and recombinant DNA technology 

h fled to an explosion of interest by small biotechnology companies in AIDS 
has led to an expi f th companies do not have the 

vaccine ff the precllnlcal development steps Thus 

r r 0U ffv of resources may serve as obstacles to the development of a safe 

tive AIDS vlccine and novel approaches to public-private sector 

interactions may be required to accelerate AIDS vaccine development. 

The clinical development of vaccines ^^“afofpiocess. and 

immunogenicity, and efficacy trials^ the license ^ ^ 

Clinifaft tine of candidate valines has been carried out by both 
Clinical testing federally sponsored vaccine 

efforts at the “ e ' Uca( „ process includes a review of the 

are promoted. The license appii trials data by the FDA, often 

sponsor’s vaccine production an ngg an(J Relate d Biological Products 

following consultation “i advisory groups from the PHS, American 

Advisory Committee A se “®* “ collect of Physicians are involved in 

£ rr.-—•»- 

. , , „ NTH Plan for AIDS Vaccine Development represents a 

As discussed below, the NlH FI industry-academia cooperative 

multidisciplinary framework for a ^ernment- industry acade P 

effort to expedite Al^ -ccine developmen^ Th s th . 

coordinated P r °6ram of innovative strati through resource 

fSof « technology^transfer, and information 

exchange. 

aids vaccine research and development surveillance 

The advances in understanding the molecular biology of HIV which have 

occurrefsince the virus was first isolated have been «.»rV.b e. Th. 

molecular bUlog «- = ti -f Nation on the 

than for any oth“ ””° n i and -, sechanisms e f Immunity which are necessary to 

pathogenesis of * nfec “° aeainst HIV is possible and what types of host 

predict whether immunization gainst HIV is P „ w infection and 

responses must be Induced to -11*11 resi sta^ lB basic 

AIDS have not- ^IDS vaccine development is constantly being surveyed in 

re r: rC to Identify «tas of research which require greater emphasis. These 
order t° ^entify both feroal and informal mechanisms. Major 

surveys are cond y workshops sponsored by NlH, other agencies of the. 

conferences and the World Health Organization (WHO), commercial 

manifaltuIIIs and ether interested parties serve as forums for information 


Executive Task Force on AIDS, NIH chairs me future research 

Development Subgroup which aiso focuses^n^^ pHS agencies and the 

Initiatives, and coordinates eito: ct Uance of reS earch gaps is provided 

Department of Defense. ^“L LLittees including the NIH AIDS Advisory 
within the NIH ^ , and the NIH Scientific AIDS 

Committee, the NIH AIDS p * ~ ls cont inual review of the basic research 
Vaccine Advisory Commit e • . critical exercise which facilitates 

related to AIDS vaccine d ^ elo P" a f* S *5 vaccine studies to scientists 
the process of resource all °^ a . x seotors of the extramural community and 
within the academic and commercial sectors 
within the intramural structure at NIH. 


BASIC RESEARCH INITIATIVES 

„. „ pd and soi i from which advances toward AIDS 
Basic research serves as the,**£ d him has dedicated significant resources 
vaccine development ara linesLf virology, immunology, structural 

to the major ^toSS^ich cOntinul to yield a wealth of 

biology, and molecular biology deve l opffie nt process. Several 

information accelerating the ^ Executive Committee, 

Institutes of the NIH, coordinated by the NIH A al comDunlty and 

participate in the support of. S ‘ dd reL the major gaps in the knowledge base 
intramural NIH laboratories to add “ aS The b ; sic research challenges remain 
required for AIDS vaccine deval °P“ an ' r0 ™® s Coupled with expanded efforts 
formidable, yet the current rat P 8 promise for future success, 

in coordination and information exchang AIDS vaccine development 

Long the major unanswered que. ons s ill impe<ding * ^ agalnst HPV 

are: What are the immune mechanisms exte ^ c of genet ic variation 

infection and development affect AIDS vaccine development? Can a 

in HIV, and how does this “ t em be established to evaluate the 

standardized ar,d ” aX ,. nlo ^L vaccines? What approaches can be developed to 
inter fere^ithLell-freehand cell-associated transmission of HIV? 

investigator X " itXa ‘ e t Lre S s ear Howfv:r! S giv:n i th e e 

for basic research studies. H ? studies on basic research 

NIH has ta ^ n s fLct n AIDS r vaCcine development. Programs of Excellence in 
problems which impact AX ERRA) Lll soon be awarded to encourage 
•Basic Research on AIDS (PEBRA; research settings. Similarly, the 

multidisciplinary efforts at acad Groups are s * heduled to be awarded 

National Cooperative acc ne composed of government-Industry- 

in February. IMS. Th- 8 up* ‘«• ^Lzed^ramework with the 

academic participants interacting x arch setting through the 

capacity to move rapidly front*|1 Candidate AIDS vaccines. These groups 
preclinical development process ted to be an expanding network of 

represent the first of what i aTld technology with the common goal 

scientists Unking resources, reage . addit ion, several other grants, 

of expediting AIDS vaccine development^^ add! ^ core ^ 

cooperative agreements, initiatives. They address issues such as 

pathogenesis of HIV infections^ animal moM* for 

•SSrS SlS‘- * — ‘ dJUVantSl ^ 




methods to quantitate HIV. , 

• nth have established major 

similarly, the intramural research programs resulted In several 

efforts in basic research studies^on.AlDS vhi^^ ^ AIDS vaC cine research, 
inmortant research breakthrough y retrovirology, 

NIH intramural scientists, working n b ave been major players in 

immunology, and ---“-^^d^ h moleculfr'and cellular mechanisms of 
the-progress towards sefits oi subcontracts and collaborative 

HIV infections. Th^h • “£“ have U nked up with commercial firms 

efforts”to'accelerate these basic research efforts. 

Information exchange efforts on through workshops and ad-hoc^ 

advisory d group^meetings. In efforts to^enhance bfdepisited 

instituting an HIV Reagent ah conmun ity. Similarly, contracts to 

and made available to the entire >n( . roduct ion will soon be in 

rr. w ff r~s w. 

aimed at establishing an Interactive a V h studles with the goal of 

and academic scientists to en age i^basic ^ ^ pre clinical 

closing the gaps in the knowie 6 
development of AIDS vaccines. 


PRECLINICAL AIDS VACCINE DEVELOPMENT 


- 

i e, presently faced with a series ot 

commercial manufacturers of vaccine ^ productlon , which_has 

economic disincentives to ™ccln t0 dwi ndle over recent years These 
caused the number of manufacturers f vac cine development, 

disincentives include the long e o{ rese arch and development in 

production and qiiality control, over liability; patent concerns 

relation to anticipated aal **- vacci nes have less patent protection than 
relating to the perception plan for AIDS Vaccine 

drugs Recognising these concerns, the JNIH „ facilitate all 

Development provides for a This network of resources will 

steps in AIDS vaccine Jproviding mechanisms to insure that no 

The »1» 1> ee-u™ j " £'dS pie!2SS2*lSllS"»« ““ 

SSS: =XS?=£ “ Ssi 

genetic manipulation studies. Pr t wlll 8 expa nd the numbers of rhesus 

be established. p>ebreed 1 ng^facilitieSdef i c l e n ^y vl (SIV) model 

macaques available fo b rs 0 f chimpanzees available for 

development, and expand the numbers vU1 be , national resource for the 

■“SlIiehTt 2SS»MB‘vLle... 1» ,r “ ’ ' 



efforts are being developed to dissen > inat ion of information to all 
Network, which will provide"P ld , and clinical reaearch on AIDS 

investigators involved in basi research resources serves to 

vaccines. This in ras lin * ca i AIDS vaccine development. These 

complement the steps in P™ * d efforts by HIH to address the complex 
approaches, coupled wi « through public-private sector interaction 

»—»*•! “™ “ —“ “ 

vaccine development. 

Preclinical 

identification of the Immu g » immunogenicity and safety studies in 
production for preliminary sti* primates; manufacture and scale-up 
small animals; immunogenicity studi lnmunoge niclty, safety, and 

of vaccine lot; biologica p fm . 0 f the IHD application with the D . 

efficacy studies in chimpanzees, tiling 

,, r ,n Other retrovirus systems, the major emphasis 
Based on prevention models in othe d t0 „ ards HIV envelope gene 

in AIDS vaccine development has 'b<»*" t s of these gene products which 

products (gpl60; gpl 2 °, gp ) cell^medlated immune epitopes. H ° ve ^“' . 

contain neutralizing antibody o'r teins 0 f the virus may be implicated 

recognizing that other internal co P „ 1H ha s allocated resources 

in the host immune response aga , tlsts t0 explore the role of all HIV 

to both intramural and e ^ tra “““ relationship to the host immune response 

Epsusrs h 

sar^sas;■— - ,h * 

immunogenic responses of HIV proteins. 

_ . __ _f vaccine approaches is being 

Similarly, research ^oseveral yp natural viral products recombinant 
supported. These include killed v “ co ; Mnant viruses , anti-idiotype 
DNA products, synthetic pep ’. llg and passive immunization. These 

vaccines, combination vaccin resource contracts on animal models 

scientists. . 

In order to facilitate vaccine stock P'^^f^velopmen^ciu^for combined 
small animals, the HIH Plan for f^ c “ ort contracts which will be 
efforts of HIH and Industry. * e “ ar . Rea gent Repository may be 

established to provide reagents for^HI ln add ition 

supplemented to provide vaccin P production facility may be 

dependent on volume, a firms with limited resources in 

established to assist small b ^° tec ^ ad ^ tlon , efforts will be expanded to 
the vaccine development P r ° ce “' ins ure that this step In the AIDS 

coordinate with industry, n provide a roadblock to vaccine 

vaccine development program does not p 

production. 

' . is croduced in sufficient quantities for 

Once a vaccine candidate is procuceu 


prellainary testing. i 1 a nimal Tests f “^^cy totoxlc.nt ibody, 

“utilizing antibody, cell mediated immune responses, E#n , tal 

and antibody dependent cellular cyto dysfunot ion 

safety studies and evaluation °* a “ { 0 effort s to facilitate vaccine stock 
<->»<» experimental vaccine. . that evaluation of Candida 

production. UIH is dedicated to insuring tb^ AIDS vac clne development . 

vaccines 

proposes to e^taWishcogent efforts currently underway in 
the S cI^ercial vaccine industry. 

, -.*1 AIDS vaccine in primate 

Establishing the "^"^o^iderttion for vaccine "anufacturera prior 
to** the ir* dec is ion* foliar ge scale production of ‘-^^a^rimate's 

doesNot ordinarily involve ch ^panzees^but 0 f candidate 

such as rhesus macaques. Access P manufacturers, particularly those 

vaccines can be a major «" c “ n he sniaU number .of available pri“atea and 
ij^th limited resources, due t OV nprImental vaccines requiring 

tasting facilities. As the number and testing facilities 

testing increases, the limited numbers of primat^ ^ potentia l impediment 

takes on added h " „ IH proposes a major expansion * n **e ° 

in AIDS vaccine development, the N P V macaque breeding facilitie 

primate breeding and testing fee f both an expanded effort in 

would increase in number and size fUow g rimental H IV vaccines - In 

SIV studies and for imaunogenlcity studies estabUshe d to evaluate 

a rhesus macaque testing v This facility would utilize 

experimental 1 AIDS vaccines for "fs^ ^.g.Neutralizing antibody; T- 
a standard panel of "rotoxicity cytotoxi! antibody; antibody dependent 

cell activation; T.ce l cytotoxic ty, cy^^ for expediting primate 

cellular cytotoxicity) and provr 

. „l„ capital la..—. 

guidelines on good manufacturing^ packaging and labeling controls. 

Is production and process controls’^ £a cturers of vaccines are required to 
laboratory controls and others. lly tbe production and scale-up 

■ abide by these GKP COB m e rcial vaccine manufacturers. However, 

vaccines has been undertaken y deoic which continuestodrive 

the urgency associated with rfpve i 0 r, m ent process, coupled with the 

pfforts to expedite the vaccin firms participating in vaccine 

diminishing number of major "'ff^bUshLnt of a national AlDS vaccine 
development suggests a need for the^ plan £er A1DS ^ccine Development 

large-scale production scale . up facility be established. 

srs. 1 £u “;r«UuSd... -.1-1■» 

acvclcp.... pipe... a , lot „ .CJ.Ct.1 .. . ...1- 

Following the production of a vaccine lot ,** biologicals. These 

Tf biological products tests requirepurity, ‘“tillty and 



these general biological products tests a Conditions would 

equipped to run these “““f^f^vt/opment process. Finally the 
facilitate this step in chimDanzee model system for safety, 

vaccine lot is evaluate n Vhile efficacy studies in chimpanzees are 

toxicology and immunogenic ^ tnto phase 1 clinical tcs ^ in |: ** * S 

not currently required for entra required either at the Phase 1- 

anticipated that ef ““'^“-Phase 3 interface. Current estimates 
Phase 2 interface. Pba “ * ees are available for AIDS research. The 
that approximately 600 ° h ^? n “ e * ccess t0 chimpanzees by vaccine 
cost, small numbers, and lack . e diment t0 AIDS vaccine development, 

manufacturers is viewed as am J P chlB1 panzee breeding facilities, an 

The NIH proposes to expand the number P candidate AIDS vaccines can 

inrurre'-uirfl^^rmajor need in providing for standardized precl n 

testing of experimental AIDS vaccines. 

., 1--1 aids vaccine development process is e 
The final step in the preclin ^ £ or permission to initiate 

filing of the IND application w vaccine. The IND provides the 

clinical testing of the can x for cU nical testing, reviews the 

preclinical safety data and ratio procedures of the vaccine 

manufacturing methods and * f the p ha se 1 safety and lmmunogenicity 

manufacturer, end contains a PU" h *°* acelne trl8 i is required to have the 
clinical trial. The spons initiation of clinical testing. In. 

IND approved by the FDA prior t institution conducting a trial 

addition, federal regulations require^ - ^ ^ ^ Instltutl onal 

^ie“rd before beginning clinical testing. 

several of the preclinical step^describe^above^are^currently t0 

undertaken to some degree by c0 ™“^ e „ tly utilize resources, and promote 
maximize coordination ef£o “ t r lbut i on * and information exchange, the NI 
technology transfer, ^agent distrlbutl^, ^ ntAUA a blue .ribbon 
Plan for AIDS Vaccine Development p P ine Develo -poent Advisory Panel. 

government-industry-academia academic institutions, pharmaceutical 

Composed of representatives few other institutions, this Panel 

companies, biotechnology comp f ’ ewor j. t o review and advise NIH on 

SSiSi- 


AIDS VACCINE CUNICAL TRIALS 

Clinical trials ^ ca ^^%^ty V anf CunogLitity in small 

undertaken, indicating the necessity 



es lncluding identification of target populations .Umlted^vallability 

of E test populations, vaccine lndu ®^ 2 and Phase 3 highlight the 

collaborations. 

populations for vaccine efficacyi^de pertussis trials in Sweden, 
collaboration in v ® cc l ne de Y®V, P , nd typhoid trials in Egypt. Ic is 
meningococcal trials in n j ficacy trials may be carried out in the 
anticipated that AIDS vaccine y „ IV infection: homosexual men, 

following population groups at higher i^ u.es of hemophiHacs- prisoners. 

I.V. drug abusers: P r ° stlP “ P **’ al ln countries with high rates of HIV 

ssr«is .»—“*■ ° [ 

infection. ’ , 

a. a_v Phase 1 AIDS vaccine trial 

Based on preliminary evidence of volunt eers for these trials 

currently underway at the N » ^ NIAID already has In place a 

will require a comprehensive effort The « ^ ^ lnternat ional resource 

series of Vaccine Evaluation'Units vacclnes . These Units have 

to expedite the testing of ther vlra i vaccines, and have 

several years of experience in gating other^ trials . Several of 

developed recruitment strategic for the testing of recombinant virus 

the Units contain isolation faciliti the oult icenter approach to 

vaccines. AIDS vaccine ^ "* ers As the number of candidate 
facilitate the recruitment of ‘ increases, the N1H stands ready to 

vaccines moving into Phase 2 and P * tlon Unit s to accelerate vaccine testing, 
expand the number ot vaccine * 

» j leant issue relating to both 

Vaccine induced seroconversion *^6^ of th ese volunteers during and 
recruitment of volunteers, an vaccine trials. Persons Immunized 

following their participat o _ effective immune response will 

with candidate AIDS vaccines who mo t Although Western blot tests 

appear positive by HIV antibody ^^^roconversion and HIV infection 
can discriminate between vaccl " ‘ j J ( , AIDS vaccines, future combination AIDS 
for the first generation ' a " d * d * differentiated by Western Blot. Thus, 
vaccine cocktails may be oay be subjected^ the social 

volunteers in the AIDS vaccine trials^ ^ antlto<Jy tests . This 
discrimination of appearing t difficulties in donating blood, obtaining 

social discrimination may lnclu d « countries, joining the military 

life and health instance, entering ig^ Qrder tQ address this issue, NIH 
or foreign service, and other element . . Information exchange 

has engaged in multiple ^"^i^^'slntative organizations about 
campaign is currently u^erway to lnt ^ thls regard , letters of 

the vaccine induced “ r ^°" V *btiined from more than 100 of the largest 
understanding have now been obtained I Unlted states ltld i ca tlng that 

and life insurance companies in immunization with 

Arsons presenting with Indeterminacejestern Blots ^ ^ ^ 

an AIDS vaccine should not face * ff J m offer a „ identification car 

insurance applications. Similarly, 




J „ „ TH fo , aU volunteers In the vaccine 

-- -S 3 T.« become^involved^in^a^situatlon^where^social ^ 

th^NIH^to^er ify^ls/herpart iclpation^in^an^AIDS ^vaccine ^trlal. ^ 

been^established^to* assure*that°the verification process can be hand e 

. liability remains a complex issue vhichjeopardizest^ts 

s ™ •v.Smr.-: r.s-«r»r»r. 

interest groups, and the feaerai g for vaccine innovation and 

fhe malor disincentive to manuf . trials is also impeded by 

the Recruitment into the vaccine event of severe adverse 

liability concerns regarding compensation in th ^ ttla i, «1U be 

reactions. Investigators ^ “otential legal battles arsingfrom 

. ^ 9 v pn share concerns regaran & v tort reform measures 

real/alleged AIDS ^ c f " e lt ^ a Ce a tdini U administration of Ucensed vaccines, 

^““hls b d een eS l S imitfd movemen S t addressing UablUt>; c^rns in^ P^ ^ 

contlnue t0 expl ° re 

meetingsandworksb 9 ^ interested parties. 

potential candld ate AIDS vaccines from 

_ lna llv the decision-making P r ° cess *“Tto phase 3 trials is a 

Phase l’to Phase 2 trials, and ftom Phase 2 to^Ph^ ^ ^ tly large 

would b-^clpateft^Pb^S 

coordinated fashion. The NIH Plan f from t he FDA Vaccinesand 

aLSrs^ss-i~~ 

Development Advisory Panel, ano 
Subgroup. 


product licensing and distribution 


PRODUCT LICENSinu -. 

Uhen a candidate AIDS U 

cUnical trial, the final step ^°* C ct ™ icense Application 

eeneral public is known as the" ^ pu conta ins P rec iini c 

prepared^by the vaccine s^-for and i^unogenici^ s^. 

toxicology data, a summary 3 efflcacy studies, an envir 

Phase 2 dose-ranging studies,^ inspect lon of production facilities, 
impact assessment. , in ffiaUng ^commendations 

A number of vaccine advisor^groups^ ^ W ef 

for vaccine use in th /ArtP'i the Committee on Infect . £ t ^ e 




Council of Medical Societies • 

decision-making process n va . ^ and production. NXH proposes that 

market size impacts on va " c ^ fi i ^^ 1 ^ r e providers and. the lay public 

efforts be t0 t ^ IDS vaccine immunization programs. These 

into the risk/benefits of surroundin g the lay public participation in 

educational outreach a< = tiv * ld n ®t only enhance the recruitment 

vaccine utilization following licensing. 
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/ Monday. August 2 * 1987 j. Notices 


31821 


Statement of Organization, Function* 

and Delegations of Authority-, Office of 
the Assistant Secretary for Health 

Part H. Public Health Service (PHS), 
Chapter HA (Office of the Assistant 
Secretary for Health), of the Statemen 
of Organization, Functions and 
Delegations of Authority for the 
Department of Health and Human 
Services (DHHS) (42 FR 81318* • 

December 2,1977. as amended most 
recently at 52 FR 23502, ]une 2^19871. >« 
amended to reflect the established of 
a National Vaccine Program Office m 
the Office of the Assistant Secretary for 
Health reporting directly io the 
Assistant Secretary for Health who also 
serves as the Director of die National 

Vaccine Program. The 9^ c f ^ , 
provide support to the activities of the 

National Vaccine 18 d 

in subtitle 1 of Title m, Pub. L 99-660. 


Office of fee Assistant Secretary foT 
Health • 

Under PartH, Chapter HA, Office of 
the Assistant Secretary for Health 
(OASH), Section HA-10, 0l ? ana °} 1 °% n 

add to the list of organizations, Jtem 20, 
National Vaccine Program Office 

lH w!der Section HA-20, Functions, alter 
the statement for the National Aids 
Program Office (HAAJ, add the 
following title and statement .. 

National Vaccine Program Office .(HA2) 
The National Vaccine Coordinator 
serves as the head of the Office 
reports directly to the Director °* “\ e 
■ National Vaccine Program for a^ties 
regarding the National Vaccine 
( OTPI. The Office: (1) Serves as PHS 
focus in coordinating a national vaccine 
program including governmental and 
nongovernmental vaccine activities, [2) 
identifies issues, and makes 
recommendations to the Directo , NVP. 
concerning vaccine activities; \3J 
develops the NVP Implementation Plan 
for approval by the Director, (4} 
develops and maintains a directory of 
organizations and calendar of events 
involved in vaccine activities; { 5) 
coordinates PHS public education 
activities related to vaccines; 16) 
monitors Federal spending for vaccine 
activities; (7) provides executive 
secretary and administrative support to 
the National Vaccine Advisory 
Committee; and (8) prepares the 
National Vaccine Report for the 
Director, NVP to submit to Congress. 

Date: August 13,1987. 

Robert E. Windom, 

Assistant Secretary for Health. 

(FR Doc. B7-19252 Filed 8-21-87; B:45 am] 




DEPARTMENT OF HEALTH & HUMAN SERVICES 


Public Health Service 


Office of the Assistant Secretary 
for Health 

Washington DC 20201 
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Kenneth J- Bart, M*D. 

Agency Director for Health 
Agency for International Development 
Room 709 — SA 18 
Washington, D.C. 20523 


Dear Dr- Bart: 

The National Vaccine Injury Compensation Act of 1986 (PL 99-660) contains a 
„ rmkl(nl (Subtitle I) establishing a National Vaccine Program (NVP) to 

coordinate^vaccine-related activities of the Public Health Service the 
Department of Defense, and the Agency for International Deveiopment. The 
Secretary has asked me to serve as Director of the Program. 1 have recently 
established a staff office for the NVP and have asked Dr. Alan Hinman 
(Director, Division of Immunization, Centers for Disease Control) to head that 
an d report directly to me on NVP activities. The enclosed Federal 
Register notice formally establishes the NVP office and describes its 

functions. 

To assure optimal coordination of government vaccine efforts, I intend to 

hUch a National Vaccine Program Interagency Group with representatives 
from the National Institutes of Health, the Food and Drug Administration, the 
Centers for Disease Control, the Department of Defense, and the Agency or 
International Development. This Group will be chaired by Dr. Hinman and will 

~ .... 

though it has not had formal representation from DOD or AID. 

The functions of the NVP Interagency Work Group will include (but are not 
limited to): 


o 

o 


o 


o 


Developing and revising the National Vaccine Program Plan; 

Serving as primary agency liaison with the National Vaccine Advisory 
Committee; 


Monitoring supply and distribution of 
identifying and attempting to resolve 
availability; 


currently available vaccines, 
problems affecting vaccine 


Monitoring research and developmental 
or improved vaccines and recommending 
or levels of support to ensure timely 
introduction of new products; 


activities with regard to new 
any needed changes in emphasis 
completion of studies and 
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o Coordinating public and professional information/education activities 
with regard to vaccine recommendations, adverse events, and 

contraindications; 

o ensuring continuing availability of vaccines which have limited use; 
and 

o coordinating other vaccine-related issues on an ad hoc basis. 

I anticipate the Work Group will need to meet frequently initially but that 
t-h e pi an is well underway and the Advisory Committee formed, meetings 
Sdt less frequent and many may be able to be accomplished by conference 
rail Some meetings may only require participation of a single representativ 
from each agency whereas, depending on the issues to be discussed others may 
benefit greatly from much wider representation. Although the Work Group 
bene g 7 vaccine development, the lead in this area will come from 

the P AIDS Vaccine Research and Development subgroup of the.PBS Executive Task 
Force on AIDS* 

t o^nrpriate it very much if you could send me, by September 30, the 

na ”° U of your representative for the NVP Interagency Work Group as well as the 
name of l backup representative. Thank you very much for your continued 

cooperation. 

Sincerely yours, 

/$/ Rotart E. WinCim 


Robert E. Windom, M.D. 

Director, National Vaccine Program 
Assistant Secretary for Health 


Enclosure 





THE SECRETARY OF HEALTH AND HUMAN SERVICES 

WASHINGTON, D.C. 70201 


CHARTER 

NATIONAL VACCINE ADVISORY COMMITTEE 


purpose 

The Secretary of Health and Human Services is ^ndated under 
of the Public Health Service Act (42 U.S. Code 
3OOaa-1)^ to establish a National vaccine Program to achieve 
optimal prevention of human ^^°^ 0 p® ev entionagainst adverse 

reactions 1 to vaccines! The National Vaccine Advisory Committee 
h n advise and make recommendations to the Director 
IrSram oi makers related to the Program responsibilities. 

Authority 

n c ^nnaa-5 Section 2105 of the Public Health Service 

42 . U-S ‘ !nLdb! Public La! 99-660. The Committee is governed 
Act as amended by PuDiic Law ^ vvv which 

by the provisions of Public Law 92-463 <5 U ;S.C. App. *>, 

sets forth standards for the formation and use of advisory 

committees. 


Function 

The National Vaccine Advisory Committee shall: 

(1) study and recommend ways to encourage^ ^^1^111^ 
of an adequate supply of safe and errecrivc 

products in the States, 

(2) recommend research priorities and other measures the 

Director of the Program should take to enhan 
safety and efficacy of vaccines, 

. (3) advise the Director of the.Program in the - 

implementation of sections 2102, 210 f 1 

(4) identify annually for the Director of ^^g^nment 
most important areas of government 
cooperation that should be considered P 

sections 2102, 2103, and 2104. 

Structure 

The Committee shall consist of 13 members including the 

Members and chair shall be appointed by the D1 5 ecto ^ es 

program , in consultation with the National Academy of Sciences,^ 
from among individuals who are engaged m vaccine 
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manufacture of vaccines or " h ?mmunizations^or representatives of 

organizations concernewih public health organizations; 

S and te five Unvoting ex-o?1icio Members as follows: Director, 
ana rive “ . = f Hea ith; Commissioner, Food and Drug 

National Institutes or h eaxt , Disease Control; Agency 

Director 1 for°Heaith^ Agency for InternationalfDevelopment^and^ 

Members shall be invited to ointed'^to 1 ?ill"^ vacancy for an 

terms, except that any member pp remainder of such term. 

unexpired term fer^exptration If the Jibber• s term 

A member may serveafter th^^office Terms of more than two years 

are^ontingent^poi^th^renewal 1 ©? the Committee's by 

appropriate action prior to its expiration. 

, mamKorc: nf the parent committee may be 
Subcommittees c ° m P° se ^ CommitteeManagement officer will 

established. The ^^bUshment of each subcommittee, and will be 
provided 1 informatio^on 1 its^name^ membership, function, and 
estimated frequency of meetings. 

4 - cnnnort services shall be provided by the Office 

Management and support office of the Assistant 

of the National Vaccine Program, Office 

Secretary for Health. 

Meetings 

„h,u >=. h,w “".^r.^r.^nt 1 ’* 

official shall be present at all meetings. 

:?r.;i?;.Ty 1 thr s :i'“ t “y“’»s=“o t , si p ;.°« a n9 t ,";s , 1 a b. given 
to the public. 

arrequtrfd 3 ^ fpplicabiri^rtnr^ptrtmentat Ve^a^ll ' 

Compensation 

»«■■>«'* who I j“' t ‘”, r j“r"i.rSa , ”ev«l*lip*»=« in 

ro*ooSr„=f.s i th“ 6 ?:;a a .3'ci™.nS.ni 
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Annual Cost Estimate 

Estimated annual cost for operating the Committee, including 
compensation and travel expenses for members but excluding staff 
support, is approximately $40,640. Estimate of annual person- 
years of staff support required is .76, at an estimated annual 

cost of $23,050. 

Reports 

An annual reoort shall be submitted to the Secretary and the 
Director, National Vaccine program no later than September 30 of 
each year, which shall contain as a minimum a list of members and 
their business addresses, the Committee's functionsdates and 
places of meetings, and a summary of Committee activities and 
recommendations made during the fiscal year. A.copy of the 
report shall be provided to the Department Committee Management 

Officer. 


Duration 


Continuing. 

The charter for this Committee shall terminate two years from the 
date of approval. 

APPROVED: 


JUL 3 0 1987 


Otis R. Bowen", mTd! 
Secretary 


Date 





SELECTED CURRENT VACCINE RESEARCH ACTIVITIES 


Targeted Vaccines - U.S. 


PprMi.isls CImproved): See Section VII of this Report. 


Heoatitis B vi ms (rDNA) . In July, 1986, the FDA licensed a yeast 
cell-derived recombinant DNA HBV vaccine manufactured by Merck, Sharp & 
n h While licensing of the first rDNA vaccine heralded a new era for 
vaccines, public health officials were disappointed since Merck indicatedthat 
Ihe cost will be the same as for their plasma-derived vaccine. To enhance the 
potential for cost reduction, the NIAID is assisting other manufacturers by 
performing phase I (safety and immunogenicity) clinical trials at its Vaccine 
Evaluation Units. Two such trials have been completed at the Baylor College 
Medicine. Both of the rDNA candidate vaccines will be evaluated further 
through the U.S.-China Joint Health Protocol administered by CDC. AID has 
sponsored development of a plasma-derived vaccine in Korea which may cost only 
1/100th as much as U.S. manufactured vaccine. Trials are currently un erway 
on alternative routes of administration (intradermal injection) which could 
potentially reduce the cost even further. 


Haemophilus influenzae, typej) . A polyribosyl phosphate (PRP) polysacch 
vaccine was licensed by Praxis Biologies in April, 1985, and by Connaught an 
Lederle in January 1986. This is the first new vaccine recommended for 
universal pediatric use since the introduction of rubella vaccine in 1969. 
Children 2-5 years of age have been recommended to receive the vaccine as part 
of thei? general healthcare. Unfortunately, polysaccharide is not effective 
in preventing illness in infants and children less than 2 years ol ^° ^ 
highest risk. The U.S. efforts directed at developing polysaccharide prote 
conjugate vaccines were led by investigators at FDA and subsequently at NIH. 
These vaccines constitute a new class of vaccine and give promise of 
effective in those less than two. An efficacy trial was begun in December 
1984 to test a new conjugate vaccine developed by Connaught Laboratories in a 
high-risk population of native Alaskan infants. The vaccine or a P^bo 
control is being administered in a primary series at 2, 4, and 6 months of ag 
simultaneously with DTP. The study is designed to assess the protective 
efficacy of the vaccine in reducing the incidence of invasive disease caused 
by Haemophilus influenzae , type b and other less invasive disease. The 
current activities in Alaska include education and counseling, recruitment, 
immunization, and the follow-up of study participants. The total number of 
subjects needed to fulfill the recruitment requirement is 2,000 and this goa 
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has been achieved. No significant differences ^^YeY^ Yfplacebo 

reported rates °“° ca ^^ofYrreported illnesses, major reactions, or 
groups. In addition, none ox v vaccine administration. 

E e ffic S acy n and e s S er U oto 6 y 0 d U aifwili a not be available until the code is broken, 

estimated to be August 1988. 

Another efficacy trial of the ^aught “"^S^^thatSoX of all newborns 

received tHre^injections^t.3, 3.«d ^months of 
age. The other 50% received not ng hl effective in preventing disease 

^Another^similar ^f^ate 

N?r^:nt^t^ e ir^ng1;aluated clinically, with some 
studies taking place in Sweden. 

»!«...T- s = t f I rr d "KtK‘!“cC 1 ;:;.-sr;r.. 

by Praxis Biologies and Merck, Sharpe & Dohme.^^Bot^ ^ infants . Both of 
safe and h ^ ghly highly immunogenic in infants even after one dose, 

withYeYsTf antibody**comparable to those observed after two or three doses 
for other conjugate products. 


Yus'cESv'fneclssitating' 6 °' 

evaluation°of type-speeffic'antibodies «»tag«jd expression of 

coding for the F and G Yd academic laboratories, 

has been independently accomplished i E is in progress. The 

The cloning and expression of other Rsv | infections is under 

identification of protective immune ^^ l ““ e or cotton rat 

investigation. Preliminary > bodies induced to the F glycoprotein 

models of RSV infection, suggest that antiboaies „ inia virus vectors 

may confer got“^T-^tiSd'to confer protective 

i^it "aithougf y nr t P to the same extent as those expressing the 

glycoprotein. No signif cant protectio^againsj^subsequen^ 

was observed when a vacc , efficiency vector systems, such as the 

protein was expressed. Other h g i y t heir ability to express 

large°quantities°of SiSST^ £3*^surface proteins. 




-3- 


Tnfluenza. Phase 3 clinical trials are in progress to compare the^efficacy of 
the cold-adapted (ca) live, attenuated influenza A virus vacci "*® a ” „ . . 

contemporaneous in^tivated trivalent vaccine for therr respective abilities 
to urevent natural influenza infections. The trial is a five-year, placeD 
controlled study with a projected enrollment of 3,000 volunteers. To date, 

Additional,^larg^fieliT'trials ^u^TayTco^re the 

duration of immunity and cross-protective abilities ° f ^ 6d 

, oim-ti.-i v a-v,p vaccine is b6iHE studied in family s & 

i^ti^^ccinfifeffete in limiting the spread of influenza 
virus The safety, immunogenicity, and reaction rate of the pa vaccine is 
also being evaluated in high-risk populations, particularly the elderly an 
those with congestive heart failure. 

Phase 1 trials of a ca influenza B vaccine have shown it to be safe and not 
associated with reactions. The safety and immunogenicity of a £S trivalent 
vaccine is being assessed in the ferret animal model system. Although the 
major emphasis on influenza virus vaccines has been the assessment 
vaccines, studies continue - ^he influenza avian-human ^ ^ ^ 

rievelooed by NIAID intramural scientists, ior example, unub 
the comparative effectiveness of the ca and ah vaccines are nprog • 
Long-term studies on the effectiveness of annual immunization with trivalen 
inactivated influenza virus vaccines are continuing at the Influenza Researcn 
Unit at Baylor Medical School. 


r ■ a ii a vi-rnq The etiologic agent of chickenpox, Herpesvirus varicellae , 
may 1 cause serious illness and death in immunosuppressed children,such as those 
with acute leukemia on chemotherapy . The NIAID evaluated an attenuated 

asrss s.-ss-'ss* sjsss* 2 
sr» tssr 

leukemia in remission received the research material and had identical 
reaction rates to those observed previously when this material was 
administered: therefore, the "consistency lot" material was different. The 
manufacturer has carefully analyzed steps in making the vaccine and h 
oreDared new consistency lots that are practically identical to the origin 
research lots. These consistency lots are now being tested in leukemic 
children in remission for evaluation. The manufacturer has demonstrated that 
all of the vaccine lots prepared thus far are safe and effective in nor 
children bul ls interested in producing a product equivalent in ••**»“* 
immunogenicity to the research lots for leukemic or immunosuppressed children. 
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Gonococcus. Investigation to develop a candidate vaccine for Keissat ia 
eonorrheae infections is continuing. Previous approaches through the use of 
proteins derived from the pili of the bacteria were unsuccessful in protec g 
sexually active males from infections by different antigenic types of 
N. eonorrheae. These studies were supported m part by DOD. Other 
preparations^consist of synthetic peptides that have been obtained ftom the 
conserved domain of the pilus protein and from outer membrane protein 
complexes The synthetic peptides have elicited antibody responses in anima 
but^these"responses waned quickly with time. It is unknown whether these 
responses were protective because there is no adequate animal model f r 
gonorrhea. The lipooligosaccharide (LOS) family of complex macromolecnles 
that are the principal toxins of fi. gonorrheas also have been investigate f r 
vaccine potential but their toxicities have mitigated their use. Studies with 
the PI protein, a porin of the outer membrane complex, demonstrated that it 
can translocate from the gonococcal membranes and insert into the membranes o 
host cells, changing the transmembrane potential and initiating the 
endocytotic process When investigated as a potential vaccine investigators 
found the PI protein unevenly distributed on all gonococci within a 
population. ?he PI protein when administered as a ^ 

did not protect against intra-urethral challenge even though it elicited 

good antibody response. 

The HS protein is a 22kd protein which appears to be highly conserved among a 
wide variety of strains of N. gonorrheae. Studies are now underway 
determine the antigenic variation of H8 and its role as 

lvtic antibody. Two other membrane proteins, P2 and P3, appear to be highly 
conserved among strains of gonococci and are subjects of for vaccine 

potential. Two different iron repressing proteins may be crucial to the 
viability and pathogenicity of gonococci since they are apparently expressed 
during natural infections and react specifically with convalescent antis r . 
Interest is now focusing on the potential of such proteins as candidate 

vaccines. 
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Targeted Vaccines - International 


■ „ fhP licensure of the 14-valent pneumococcal 

st-reotococcus pn eumoniae . Since tne iicensu _ _ 

—I? ne in 1977 and thecompletion of trials for the prevention of otitis 
media the NIAID pneumococcal vaccine program has gradually decreased in 

:£“• s: s*.; “sssrs'ShiiS 1 snsstss 1 

of pneumococcal antibody -^^i^^^oatod that iLunos.ppression, whether 
"result of treatment « the underlying disease, is important in determining 
response to the vaccine. 

The licensure of the 23-valent pneumococcal vaccine has provided an 
^ ri-rmitv to reassess vaccine efficacy and current recommendations for 
? PP °J\nation This vaccine covers over 90% of the strains causing invasive 
^sno°th-in h ihe V rs? and elsewhere in ^ world hut unfortunately, it 
has not been found to be effective in young children in industrialize 
countries because they respond poorly to poiysaccharide an g ^ 
m-ni-rflqt a study in Papua New Guinea did demonstrate efficacy in y g 

children! Most pneumococcal infections in children occur before two years of 
It is estimated that approximately 71% of children born in the U.S. 
ex^rience at Jeast one attack of otitis media during the first three years of 
life Since coupling of H. influenzae polysaccharide to protein carriers 
renders it^ore immunogenic, prototypes of pneumococcal conjugate vaccines 
were developed by^IH scientists and others. This type of vaccine has been 
tested in rhesus monkeys and human adults for safety and antige y 
objective of developing multivalent conjugate vaccines containing the six 
eight*"most important pediatric serotypes. Such vaccines might also be more 
effective in those with impaired immune responses. 

The World Health Organization has estimated that more than three million 
children die tC^^rs to^^rres^atory 

”nfections° f NIAID^in collaboration with the CDC and AID, proposes to develop 
pneumococcal ! n u^a e vaccines and to select one or more sites where their 
Sacy can be tested in young children in the developing world. AID is 
. i__3 „i q the currently licensed unconjugated vaccine m thre 

developing countries for immunogenicity in children less than 2 years old and 
is also sponsoring an efficacy field trial in The Gambia. 

The role of pneumococcal surface proteins in pathogenicity is now being 
studied to examine whether these proteins can be used to elicit i- • 

Monoclonal antibodies to several pneumococcal surface C probe for 

4 « nneumococcal infection, and have been used as a probe tor 

cloning the geLs 3 code for these proteins. Studies are in progress to 
express these genes using recombinant DNA techniques for the production 
such surface proteins as potential vaccine components. 
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Efim “ S ‘d ^Onrst^egy^devrioped by1mD°investigaW^! Tf^ 
repeatedly in gnotobiotic piglets^and “^culture.^ It was fed 

tfyolmteersrburwhen questions about its passage history arose, further 
trials were suspended. The Japanese have under developmen 
temperature-sensitive mutants of human serotypes 1 and 2. 

Another strategy involves the use a ? *"nity withou^inducing illness. An 
infect man and evoke cross-protecti RIT 423 7 derived from the Nebraska calf 
animal strain, designated Smith Kline RIT 4237,derl against 

diarrhea strain of bovine ropav ^!^“I^s over sL months of age for at 
serious rotarvirus diarrhea in Finni h in ants^over #f rotavi 

least two years. It also / . Sweden and Peru. Unfortunately, 

diarrhea, but not its overal nC _„ ons [ n trials conducted in The Gambia and 
vaccine failed for unknown reasons in trials cona 

Rwanda, and work on RIT 4237 was stopped by the manufactur . 

Another oral vaccine strain derived witlfdiarrhea. This 

investigators was isolated from a ba y ... RIT 4237 and thus 

strain (KMU 18006) was considerably more Sid 

could be used in lower doses. It causes mild fever^a ^ infant8> In 
diarrhea in children older than m » g in the u#s# an d overseas 

seven ongoing or recently conclude . highly variable results 

sponsored by NIAID »"d *I D , t e r J t0 prot ect altogether, in others 

depending upon the trial, in some it * diarrhea only, while in others 

it offered protection agarnst severe rotariro. dia^rhe^ ^ ^ ^ dlarrhea 

it seemed to reduce the incidence rotavirus. Additional 

of unknown etiology f t ”f durltion' of protection, the extent, if any, of 

information is needed on . the f0 ur human rotavirus serotypes, 

heterologous c r°ss-protec on vaccine formulation and breast 

feeding ““^n^hf extent of reciprocal interference between 
oral poliovirus and the rhesus vaccines. 

A third vaccine strain (WC3), derived by invessafe 
Hospital of Philadelphia, from a children 3 to 

and effective in reducing the severity it .„ lf serot ype 3, seemed 

12 months of age in Pennsylvania. The WC3 vacc:ine^ ind uced mtle 

~ being planned. 
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Tn vet another stratagem, fastidious human rotaviruses have been co-cultivated 

system^designed^ t^produce ^^LtTot"^^^ genes of 

resulting pBJ sDecificity of the human rotavirus parents. 

have the neu “ ali “"® S ^“ l0Ded y at the uiAID combining wild type bovine or 

f ur — rotavirus serotypes. ^safety 

^-turany attenuated strains isolated 

from asymptomatic infants ttsted'alone “ccine candidates 

These so-called nursery str virulent human strains. The strategy 

: r f S d —r e boride a broader- serotype immunity. 

The recent availability of both cloned rotavirus genes and the protein 
sequences of important rota ^^ ant p®® n ® x ^pi^ cl™ed rdtadirus genes have 
^°tdc“p“a^d C dddo < Tprokaryoiic expression vector «. cpliK-12) and into 
vaccinia virus to produce a vaccinia-rotavirus recombinant strain. If the 
synthesis of rotavirus antigens can be ach^n such sysiterns a a omprised 
amount of antigen could be produced for ahf^vidul The degree of 

of two or more major neutralization proteins^the 

cross-protection between serotypes a known whether all four 

particularly critical T^Tid"^ vaccine Whatever vaccine or vaccines emerge, 
they'must bd commie with breast feeding, oral poliovirus vaccine, and the 
stability requirements of the cold chain. 


with malaria. 

s; e. 

undergone safety, 11 ™ un 0 8 «“ i “ ^ “ f both vacc i ne s was found to be 

les^than^ntickpated^when^compared t^the^results^in^animaljstudies.^ bb ®^ tgd 

SSa-SSStS. 1 ?: potential 

=oS 8 ci- and^liciting («>• 
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;:&^rs t v,r siss-rar :«£.. 

s ~= is .tr.£ 

identified for Phase III trials of candidate antigens. 


.. . . . ... TT-. rtsveloranent in Switzerland and the successful 

Salmonella typhl (typholdl. 11)6 P t phi vaccine is considered a major 

field trial in Egypt of a live, oral 4. .HEhl vaccine strain of g 

advance. This vaccine cons sts of after this sugar enters 

**** <?*£ th ?: 2 S a su e s ully proliferates in sufficient numbers to 
the bacterium. Ty2la successi y F - d tills the bacterial cell. 

immunize the ^w^ f f e ^“ r ^ r °f ?y a us?n a"ore practical vaccine 
In Chile, ongoing £leld 5^? u sed in Egyptian studies, has shown an 

formulation and dosage schedule th gyp and fi5% after the 

efficacy rate of 75% in flr « the three-year, 95% efficacy 

second and third trial years. Tv?la vaccine has shown lower 

rate reported in Egypt. The reason "he different attack 

efficacy in Chile than in the vaccine 

rates of typhoid fever may a h vacc i n e caused few reactions in 

formulation used may also be a factor The vacci tical liquid 

both trials. Efforts are now being made to test P greater and more 

formulation in Chile and Indonesia to see if it will coni 

sustained protection. 

investigators at Stanford University have attenuated two ofJ^fcyjM 

by inducing auxotrophic mutations m them < » K e such that, in 

a deletion mutation (therefore '^tnt for on! or more 

order to replicate, the mutation ca mamma ii an tissues. In consequence, the 

metabolites ^persist in mammalian tissues. One strain 

strains cannot maintain g d strain (543Ty) does not. In 

(541Ty) contains Vi antigen while th . <: t-vnbimurium was shown to 

calves, a similar auxotrophic oral vaccine.against m ucosa 

be safe, genetically stable an capable system but not 

to attain intracellular sites with vaccine confers protection 

capable of persisting long-term therein. Th e vaccine * auxotrophic 

against virulent S^lsmrim, and Trial! in volunteers 

mutant may serve as an improved typ vaccines t o be safe, infective and 

show the two Stocker c Sl^mediated immunity, but less so in 

immunogenic in terms of stimuieti g trials w m proceed with strain 

stimulating S. typ hl antibody. , variations in dosage, immunization 

541Ty to evaluate immune response following ain (Aro") 

schedules and formulations. . t t ^ e ^ r0 - pur” 541Ty strain 

is available for volunteers in the event that the Aro 

proves to be overattenuated. 
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The Vi polysaccharide is a linear homopolymer of galacturonic acid that forms 
me VI poiybtiuuia .„_ h .. it represents a virulence antigen. A 

a capsule on the surface of S. t y ph i, it represenus. scientist 

purified Vi polysaccharide antigen preparation deve op y . 

Cf been tested in volunteers as an alternative killed vaccine that might 

“ d 

Tmclt If ms'^cileValVel^'^Napal -der AID auspices It has 

2S£S snsi caassr-* ~ - 

been reported and are quite encouraging. 


Shigella_idysenteryi. Parenteral, killed, whole-cell StoslU vaccines have 

“--■SrSrs SSS;- 

usefto develop several types of S higel la vaccines, the most promising of 
which are noted below. 

of the Ty21a vaccine strain of - Salmonell a ^f e J s ^th S. sonnei and S. 
resultant transconjugant strain ( > _ prote cted volunteers effectively 

SSLr=SS« .XTX : i. the ,„1« S « 

different^vaccine lots has^I^ed the initiation of field trials; further 
studies to determine the reasons for the variability are in progress. 

r ‘"r.ir.x:, s;."7 Su 

S -a fliSek 2 a~ 0 -antigen~and invades epithelial cells, but does not cause 
fiufrSStiln il lilated segments of rabbit intestine. This vaccine is both 
fafe and protective in monkeys. In volunteers, the vaccine “bs^s reactions 
. , „ m9 nriT hut not in. lower doses of 5 x 10 -10 . tinea y 

Mills of the lower dose given twice are under way. If successful, analogous 

® tu ,, „ ,, „,.,. alns expressing 0 antigens of S. flexne rj la and 3a, S. 

E. coli K -l 2 0 st ;“^^xp resslng s red for studies in volunteers. 

gIS btoed into one multivalent preparation, protect monkeys 

as well as does a monovalent preparation. 

AS noted above, it is H*ely ‘hat=,£* frotS^d perhaps 

Till™ toxlid, may be re.uired’to evoke protection 

attenuated Vibxi, - “Ive^IoTefile SSTSS^f.* 

efficien^expression of these antigens in an optimally immunogenic form. 
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Romanian investigators have devel oped an attenuated oral ^ 2% nutr i en t 

132-Istrati, by serially passing ^ animals and man> ^ 

housed in in f t ^f/ f °"^/i“ i t hfaelfhas t a C lso r been 8 proven in China.- The 
immunoprophylactic effect was equally good against homologous ^ 
species, such as S. sonaei and ot ^ r "' protection lasting 6 

weeks for full effect, but er» ^ “^sary to maintain full immunity 

^ xrszszz* «■«-«*.. -1^ 

results in the West. 


fnr a better cholera vaccine has been stimulated 
vibrio cholerae . The search for a natural infection is followed by 

by studies in volunteers demonstrat ng design-safe oral vaccines, either 

solid long-lasting immunity^ ® ®° a 90 _ 100% protection for several years 

killed or attenuated that ca P ser ies of doses. Oral immunization, 

The oral vaccines currently under altered^oxin or purified toxin 

inactivated V. cholerae strains combined with altered tox P strains, 

subunits which do »°VrLTeleUon’mutants SropU^, and 
genetically engineered to tVDhi Ty21a, or auxotrophic 

hybrid vaccine strains such as E cpli K 12, ^ vlrulence 

&&**&*’ ^“r" % u ie in ctmted vaccLes have focused on 

genes of V. cholerae. aiuui» v aini-araldehvde-treated toxin, 

products combining whole vibrios w purified B-subunit pentamer of 

heat-aggregated toxin (procholeragenoid) or the purified B P £rs the 

the toxin that binds to the intestine. In a small numoer from 27% t0 

protective efficacy of these vaccines was “”P p ?*"£ a "!i ades £ 0 f a combined 

67%. Nevertheless, AID sponsored » *«“ f*** 1 £ e Snary results indicated 

oral B subunit plus killed whole cell vaccine. Preliminary 

that the combined vaccine gave 85% protection gainst^hoiera^fo^^ ^ 

' defign^d^^determlne the e durI?ion of protection. Other formulations that may 

be more practical are also under study. 

i v phnlprae to be tested in volunteers was 

The first live vaccine strain of V. Pboler straini Texa s Star-SR, 

prepared by nitrosoguanidine mutagenesis. This strain,^ of the 

produced ample amounts of the nontox , 6 toxic A subunit portion 

“ s' w tr 

that was activated. Althougn lex rp^nonses in 85% of volunteers, it 

tr d o U vid d edr;r"% :ffI^aXrr r d rLr C =%y V_. « Challenge 
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. mi id diarrhea in 24% of vaccinees. Encouraged hy these results, 

Investors attenuated pathogenic V. cholerae by specifically removing genes 
encodinl aU other antigens, such as lipopolysaccharide, outer memb,rane 
proteins and colonization factors likely to be involved m immunity. T 
method is free of the disadvantages of nitrosoguanidme mutagenesis, whi 
invo^vei the induction of uncontrolled and unwanted mutations and the 
theoretical risk of reversion to toxigenicity. 

Several strains of V. cholerae with precise genetic lesions have *een ' 
constructed by DNA recombinant techniques and tested in volunteers. The 
JBK 70 strain has no cholera toxin genes (A minus, B minus). In the CVD 101 
strain, the toxic A subunit gene was deleted while the i! ?"™nogeni , Qf & 

nontoxic, B subunit gene was retained and e*P raaae ^ ““ t ected agaiMt 

severe^lness! ^ome^lmtters, however, developed low-grade ? iar ^ aa af ^j 
? occurrence which led to the discovery that strains JBK 70 and 

CVD 101 each produce one or more toxins different from cholera toxin. The 
eSsience of these other toxins in V. cholerae was not previously known One 
• a qhipa like toxin Attempts are underway to characterize, clone and then 
remove thelene or geAes for these new toxin(s) _ from these attenuated vaccines 
in hopes of rendering them less virulent but still protective. 

A promising vaccine candidate, CVD 103, an A minus, B plus 

rhnlerae classical Inaba strain, does not produce the Shiga-like toxin touna 

iifks cholera vaccine strains. CVD 103 induced mild diarrhea in only 12/. 

nf volunteers significantly less than that produced by other attenuated 
of volunteers, signii y dose of CVD 103 induced vibriocidal and 

vaccine strains. A si g j_j h~}°/ urotective 

antitoxin antibodies in 95% of volunteers, and e m c acy against 

efficacy against the virulent parent strain and 67-78/. efficacy again 

: i ent El Tor and Ogawa strains. It Protected against severe P-ging 

diarrhea for as long as 11 months after vaccination. This live, oral vaccine 
candidate is being developed for field trials overseas. 

New auxotrophic mutants of V. cholerae are also being developed. CVD 102, a 
thymine-dependent derivative of CVD 101, was fed to volunteers, but it 
colonized poorly and failed to stimulate potent 

responses. Observations to date in volunteers challenged with a “ a ™^ 

V cholerae vaccine strains suggest that retaining the ability to c °l°nlze tn 

V r a tine leaves the strain inherently capable of inducing reactions, 
while impeding the strain's ability to colonize reduces its immunogenicity. 

In response to this dilemma, hybrid strains of harmless, non-vibrio enteric 
bacterial vectors are being engineered to carry genes encoding for the 
antigens responsible for V. cholerae colonization and other outer membrane 
virulence antigens in an attempt to attain immunogenicity without unacceptable 

reaction rates. 


T pnrosv A number of Mycobacterium leprae-specific antigens have been 
lidentif ied andpurif iedby NIA^pported investigators. These natural and 
semi-synthetic antigens have been shown to be useful for the serodiagnosis 
both symptomatic and asymptomatic leprosy. 



- 12 - 


NIAID-supported investigators have purified Y°”f/ Ca ““/inveft gato" have 
(LAM-B), a major cell wall immunogen from M lfiEIM; These 

also stripped the jpr,^b.ciHus ° f ^ information indicates 

a^fre p^erfufimmunlgeni and may he an ultimate source of 
protective immunity against M. leprae infection. 

leprae and live BCG cells has been tested^or “tivity^n.^ Yprae cells 

Venezuela. The second vaccine s p rtvers - reactions, dosage level and 
only. It has been tested nthe^US fo^adverse Opiated, and 

activity (skin test reaction). These preliminary r of 

a trial of the vaccines will be carried out in India, it win 
years before their effectiveness can be determined. 







